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Abstract
Nowadays, cancer can be described as a common disease of our society. According to theWorld Health Organization, 8.2 million
people in the world (approximately 0.11% of worldwide population) die each year from cancer. A major challenge for cancer
therapy remains in developing cancer treatments with less toxicity. Conducted worldwide, over a period of 25 years, the
outcomes of preclinical and clinical studies established phototherapy (PT) as a useful treatment for some cancer types.
Photodynamic therapy (PDT) and photothermal therapy (PTT) are two critical PT treatments in order to damage tumor cells.
PDT utilizes a combination of drugs, photosensitive molecules also known as photosensitizers (PSs), and visible light of an
appropriate wavelength in order to activate drugs. PTT employs agents to generate heat from illumination. Most clinically
confirmed PSs target superficial lesions because of their limited effects on cancerous tissues, and consequently, this approach
causes non-effective therapy to deep-seated cancerous tissues. Combination of PDT and PTT with carbonaceous nanomaterials
(CNs) offers additional active complementary and supplementary roles for deep tumors in cancer therapy. The effective delivery
of therapeutic molecules into the cancer cell, containing surfaces, optimum sizes, and shapes of the CNs that are able to be
enhanced with homing ligands and utilizable interactions. CNs have significant potential for biomedical applications, due to their
unique well-designed size, composition, biocompatibility, and functionalities. CNs including graphene, graphene oxide (GO),
carbon nanotubes (CNTs), and fullerenes (C60) can act as efficient PS carriers for cancer treatment. Each material has advantages
and disadvantages such as degradability, solubility, and drug loading capacity for cancer therapy. This review discusses the
theranostic applications of CNs. Benefiting from other researches, CNs will be categorized with regard to their application and
effectiveness in PT. The chemical modification of the mentioned substances before their biomedical applications will be briefly
discussed. The advantages and limitations of these nanomaterials (NMs) provide a new perspective on improving cancer therapy
using these CNs.
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1 Introduction

Despite major progress achieved over the last decades, early
diagnosis and efficient treatment of cancer remains exceeding-
ly challenging. Common cancer treatments, such as surgery,
radiotherapy, and chemotherapy, have the disadvantage and

risk of damaging healthy cells and tissues [1]. In order to
overcome such problems in cancer therapy, phototherapy
(PT) opens new opportunities in various biological applica-
tions. PT is a form of light-based medical treatment [2], which
has been used to treat various diseases such as neonatal
hyperbilirubinemia [3] and cancer [4]. Photodynamic therapy
(PDT) and photothermal therapy (PTT) are the twomain types
of PT [5] that have superior tissue penetration ability with
near-infrared light (NIR), which is less toxic and can specifi-
cally target cancer cells under light irradiation without dam-
aging normal tissues [6].

Heat treatment has been shown to be widely effective in
limiting damages to biological tissues. Generally, higher tem-
peratures accelerate tissue damages, with the likelihood of
increasing exponentially above 43 °C [7]. PTT is expected
to offer non-toxic and high tumor cell target ability to enhance
therapeutic effect without causing any toxicity for normal
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cells. Various carbonaceous nanomaterials (CNs) with NIR
absorbance offer promising therapeutic efficiency in many
real time in vivo examinations and in personalized treatment
[8].

PDT is a safe and non-invasion procedure; it uses light-
activated photosensitizers (PSs) that are able to produce active
oxygen species (e.g., singlet oxygen (1O2), free radicals, and
peroxides). PSs are able to irreversibly kill cancer cells.
Photochemical reactions that occur between PSs and O2 were
produced by PDT and they depend on reactive oxygen species
(ROS) [9]. Therapy commences with the injection of a proper
amount of PSs into a patient’s bloodstream. Then, the accu-
mulation of PSs in tumor can be observed after an appropriate
time interval [10]. PDT is generally used to treat actinic ker-
atosis. It has been examined for the cure and prevention of
skin cancers. Excellent cosmetic results, low invasiveness,
and good tolerance are the advantages of topical PDT.
However, a major disadvantage of PDT is pain [11]. The
hypericin molecule, which is a type of PSs, is a natural
photoactive pigment that is an effective photoreceptor [12].
This molecule is used as PSs in PDT, and is activated by
visible light. It can be accumulated in tumors, matrices, and
vessels, and it destroys the tumor via the production of ROS.
This antitumor agent is found onHypericum perforatum (also
known as St. John’s wort) [13].Moreover, this pharmaceutical
agent can be used to visualize tumor cells by its red fluorescent
emission [14]. Another example of PSs is phthalocyanines.
This molecule is less toxic and hydrophobic; therefore, it can-
not be administered via intravenous routes. Phtalocyanines is
activated by NIR at 600–850 nm wavelengths. Likewise
hypericin and phthalocyanines can be accumulated in tumors,
matrices, and vessels, and it destroys the tumor via the pro-
duction of ROS [15]. Irradiation of light by using specific
wavelength excites the PSs molecules. The absorption of en-
ergy by molecules causes transformation into an excited sin-
glet state. Moreover, molecules can undergo the electron spin
transformations for their triplet state. Formation of free radi-
cals reacting with ground-state molecular oxygen (O2) can
lead to superoxide anion radicals, hydrogen peroxides, and
hydroxyl radicals. The involvement of energy transfer in order
to obtain chemically active 1O2 is known as type two reaction.
Both of these two pathways induce significant oxidative dam-
age of cellular biomolecule, causing cell death [16] as shown
in Fig. 1. The hypericin molecule is a natural photoactive
pigment that is an effective photoreceptor [14]. This molecule
is used as PSs in PDT, and is activated by visible light. It can
be accumulated in tumors, matrices, and vessels, and it de-
stroys the tumor via the production of ROS. This antitumor
agent is found on H. perforatum (also known as St. John’s
wort) [15]. Moreover, this pharmaceutical agent can be used
to visualize tumor cells by its red fluorescent emission [16].

PSs are the major factors in commanding the side effects
and efficiency. Several unidentified complex mixtures of

porphyrins constitute the first generation of PSs. However,
poor selectivity in clinical applications, extended photosensi-
tivity, and low light influence are the main limitations of por-
phyrins. Dealing with these problems, the second generation
of PSs has been improved. In the 650–800 nm–wavelength
range, two types of PSs are active producers of 1O2 with
strong absorption. Nevertheless, PSs are highly hydrophobic
and they strongly aggregate in aqueous solution [17, 18].
Tailoring CNs in PDT has been an important task in solving
challenges related to classic PSs. The effective deliveries of
therapeutic molecules into tumor site, containing surfaces, are
optimum sizes and shapes of the CNs that are able to be
enhanced with homing ligands and utilizable interactions
[19]. This statement illustrates that nanomaterials (NMs) have
been widely used for cancer imaging and drug delivery sys-
tems (DDS). While materials combining with both diagnosis
and therapy have been also known as a “theranostic,”CNs can
be used more actively for cancer theranostic applications.
They possess strong absorption in NIR regions and supply
beneficial PDT effect for CNs [19].

In the procedure of PDT, PSs transport photon energy to
the environment, where O2 generates ROS like 1O2 in order to
accomplish an effective cure under the irradiation of light [20].
The types of PSs that are produced 1O2 often concentrate
organic molecules such as dyes, porphyrins, phthalocyanines,
and some macrocyclic systems. However, most of PSs exam-
ined are sensitive to light, which reduces the production effi-
ciency of excited molecules [21]. Different aqueous-based
organic matter samples manufacture 1O2 with quantum yields
of 1O2 0.59–4.5% at 365 nm [22]. The quantum yields of 1O2

play a significant role on cancer diagnosis and PDT. Heavy
atoms such as bromide and iodine can increase the quantum
yield of 1O2 [23]. However, clinical applications of PDT
agents are frequently limited by their low 1O2 quantum yields.
Graphene-based PDT like quantum dots (QDs) constitute an
alternative to current PDT agents, which have a quantum yield
as low as ~ 1.3 [24].

PT based on CNs can be used as a delivery system in
cancer therapy. CNs including graphene (two dimensional),
carbon nanotubes (CNTs) (one dimensional), and fullerene
(C60) (dimensionless) have been advanced as nano delivery
systems for drugs and utilized as photothermal agents for PDT
due to their NIR optical absorbance [25]. The structural char-
acteristics of different CNs are shown in Fig. 2.

Graphene structures are members of a wide family of gra-
phitic NMs, with high surface area and as a single atom thick
sheet. Due to the chemically active sites for drug molecules
via multi aromatic surface, graphene is a good candidate for
DDS. Other good candidates for PT are CNTs. CNTs allow
non-invasive treatment, non-toxic, and highly effective thera-
peutic agents using NIR laser irradiation. The potential appli-
cations of C60 rapidly increased in recent years. It is generally
composed of 60 carbon atoms organized in a soccer ball
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structure. Readily available aromatic rings in C60 lead to
spreading π-conjugated systems of molecular orbitals and
thereby to important absorption of visible light. C60 can gen-
erate ROS upon illumination, which supports their potential in
PT [26, 27].

CNs offer considerable advantages such as hydrophilicity
and suitable sizes for utmost tumor uptake via enhanced per-
meability and retention (EPR) effect. In order to improve tu-
mor selection and decrease side effects, a proper design of
these NMs can enable the transport of active agents and
targeting groups [28]. In recent years, due to these reasons,
CNs in PT have been intensely investigated as possible ther-
apy methods to multiple cancer forms.

In this review, we focus on the benefits of improvements in
PT for cancer therapy like PTT and PDTwith the combination
of CNs. Comparison between conventional techniques used in

the treatment of cancer, such as chemotherapy, radiotherapy,
and PT are examined. Our investigations indicate that PDT
and PTT show decreased side effects and better selectivity
compared to traditional methodologies. Moreover, different
kinds of nano-agents for carrying out PTT and PDT, as well
as using both of them are also reviewed in this review paper.

2 Phototherapy for cancer treatment

For most cancer types, surgical resection is utilized as a wide-
spread therapeutic method. But the many drawbacks of this
method require the development of alternative cancer thera-
pies such as chemotherapy, radiotherapy, or a combination of
both of them. These therapies reduce pain and postsurgical
complications and also speed recovery, but are still not
completely free of side effects. They can cause hair loss,
mouth sores, and skin redness, and, most importantly, destroy
or slow down the growth of normal cells. To improve patient
care, non-invasive PTT and PDT have become preferred can-
cer treatments [29].

PDT offers an alternative tumor-ablative and function in
cancer therapy. It was initially explored in the early 1900s.
In 1975, Dougherty et al. [30] used hematoporphyrin deriva-
tives (HPD) that exhibited tumor localization and phototoxic-
ity properties to demonstrate HPDs’ success as PSs in PDT.
But, the administration of tumor-localizing photosensitizer
with light of a particular wavelength turns inactive molecules
into cytotoxic compounds. Therapeutic effects occurred after
light-induced processes triggered apoptosis or necrosis in the
tumor by spurring an immune response against tumor cells
that damaged tumor vasculature and cut the supply of O2

and nutrients to the cancer cells. This mechanism of PT is
illustrated in Fig. 3. It has since been shown that direct tumor
destruction, antitumor immune response, and tumor vascula-
ture shutdown are significant cell death mechanisms for PDT
[31]. A combination of multiple PDT mechanisms may cause

Fig. 1 Schematic PDT mechanisms for hypericin is an example of a PS

Fig. 2 The schematic illustration of the CNs family
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long-term tumor control via antitumor action against both the
primary and metastatic tumors. Available research has
depicted PDT as a promising treatment for early-stage cancer
patients. Patients with intraperitoneal tumors, breast cancer,
intraocular tumors, brain tumors, cholangiocarcinoma, head
and neck tumors, colorectal cancer, gynecological tumors,
cutaneous malignancies, mesothelioma, and pancreatic can-
cers have been treated with PDT [32].

NMs, which have diameters about 100 nm, are used in
various applications because of their tunable physical, chem-
ical, and biological properties with enhanced performance
over their bulk counterparts [33]. Manufactured gold nanopar-
ticles (AuNPs) are able to absorb light at specific wavelengths
and activated via NIR, passively distribute the material
through the body, where it is able to localize in tumors and
be safely excreted so that it is used for neither cancer treat-
ments nor medical imaging applications [34]. Yu et al. [35]
proposed a productive cancer therapeutic system, shown in
Fig. 4. They prepared biocompatible chitosan nanofibers
(CNfs) installed into a pH-responsive motif, where the mate-
rial is able to deliver bidirectional and activatable materials for
a decrease of the tumor volume. Nanosized CNfs are active
during cell interaction and steady in blood circulation.
Because of their amine group, CNfs can bind with a large
number of photothermal AuNPs and photodynamic chlorin
e6 (Ce6). Cationic CNfs are an innovative approach to effi-
ciently deplete AuNPs near tumors. This complex is bound to
the pH-sensitive motif by electrostatic repulsion and specifi-
cally binds to tumor cells. The nature of the electrical charge
of tumor cells is usually anionic. Therefore, due to electrostat-
ic effect, the complexes prepared by Yu and co-workers can
bind to target tumor cells. Their study demonstrated that via
these actions, endocytosed Ce6 (on CNf) and AuNPs (inde-
pendent from CNf) importantly responded to tumor cell death

under light irradiation. To sum up their examination, the syn-
ergistic interaction of thermogenesis and photodynamic action
led to a decrease in tumor development and growth increase
upon exposure to light.

3 CNs in medicine

Many types of research claim that the aforementioned advan-
tages of CNs as a diagnosis and DDS may lead to a target of
personalized cancer therapy. By through neither hydrophobic
interaction nor π-π stacking, many drugs molecules can be
easily absorbed on their surface. After assemblies of drugs
with carbonaceous, NMs can accumulate in the tumor region
by active targeting or the EPR effect [36]. Thanks to distinct
pharmacokinetic behavior of CNs, they can not only destroy
tumor cells but also reduce the toxicity of the surrounding
healthy tissues. When a suitable functionalization strategy is
applied, CNs demonstrate effectiveness for cancer theranostic
applications [37].

Common properties such as adjustable functional groups
on the surface of CNs make them susceptible to
functionalization against biological effects such as endothelial
leakage [38]. CNs can also be used to build three-dimensional
structures in medical applications as nanoscaffolds, biological
detection, gene delivery, stem cell therapy (including stem cell
proliferation), DDS, thermal therapy and imaging, and nano-
composites [27, 39].

Risk assessment of NMs provides an opportunity to apply
modern concepts that are development for the common risk
assessment of materials [40]. CNs reveal various biological
responses (degradability) with respect to their shape, as seen
from a comparison of Haniu and co-worker’s examination
[41].

Fig. 3 Schematic representation
of PT in cancer treatment
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3.1 Graphene in medicine

Graphene is a type of carbonaceous material that has the form
of a perfectly flat sheet with sp2 carbon atoms. The reduction
of graphene oxide (GO) aims at manufacturing graphene-like
materials with relatively structured and unique properties sim-
ilar to graphene prepared directly from graphite [42]. Twisted
bilayer graphene, which is resulting from two different mono-
layer graphene, can be considered as simple van der Waals
heterostructures [43]. Nowadays, graphene-based medicine
provides natural perspectives for diagnosis and treatment of
future diseases. Potentially, graphene NMs used to synthesize
prosthetic nerves, repairing destroyed nerve tissues and in
nerve regeneration especially in spinal cord injuries, stem cell
proliferation, gene delivery, and anticancer therapy. Mostly,

functionalized graphenes are used for chemotherapy DDS
[44]. The biomedical applications of graphene are illustrated
in Fig. 5. In this therapy system, GO is loaded with specific
PSs through π-π stacking and hydrophobic interactions [45].

QDs are a new perspective in order to target specific treat-
ment regions. Newly graphene quantum dots (GQDs) are ob-
tained from their larger two dimensional and which have su-
perior properties such as high solubility and production of a
high amount of singlet oxygen. This unique type of GQDs has
a larger surface/volume ratio so that many cells can bind to
QDs. Moreover, GQDs can be easily functionalized and they
also have higher adjustability in physicochemical properties
and fluorescence. However, the structure of QDs has some
limitations; therefore, the synthesis strategy must be chosen
correctly in order to improve their properties and applications.

Fig. 4 Schematic illustration of
Yu and co-workers’ study: a for
the integration of pH-sensitive
chitosan nanofiber with AuNP,
Ce6, and BSA; b for the synthesis
of AuDD/BSA@CNf-AuDD-
Ce6 [35]
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Production parameters of QDs are effective on their sizes,
defect degrees, edge configurations, chemical modifications,
and thicknesses [46].

Xu et al. [47] have developed a therapy in combination
with different therapeutic agents based on NMs for cancer
treatment. In their study, an anticancer nanocomposite was
manufactured by assembling a photothermal agent (copper
sulfide nanoparticles, CuSNPs) and a photodynamic agent
(g-C3N4 QDs) (graphitic-phase carbon nitride) on up-
conversion nanoparticles (UCNPs). The surface modification
of nanocomposites (CUSCs) was obtained with modification
of polyethylene glycol (PEG) and folic acid (FA). The ulti-
mate sample is produced as CUSCs-PEG-FA as a perfect can-
cer cell target and biocompatible system. In their
manufactured nanoplatform by Xu and co-workers, CuSNPs
are inorganic materials with a low-side effect on normal cells
and high PTT. g-C3N4 QDs have perfect biocompatibility and
are useful for cellular uptake because of their small sizes.
UCNPs can be excited by NIR light (808 nm) in order to
manufacture ultraviolet light emission. The combination of
PTT and PDT can inhibit cancer compared to any
monotherapy.

Martin et al. [48] designed DDS to target cells and showed
an enhanced risk for biodegradation. The chemotactic peptide
N-formyl-methionyl-leucyl-phenylalanine (fMLP) was used
for functionalization of GO in their examination. fMLP inter-
acts with the formyl peptide receptor that is expressed in var-
ious types of tumor tissues. GO is combined with fMLP in
order to target and kill cancer cells and to obtain degradation
capacity of the hybrid system. Biodegradation is adjusted
using Raman spectroscopy and TEM. Their results illustrate
that the hybrid system of GO-fMLP is susceptible to increase

myeloperoxidase-mediated degradation. In their examination,
HeLa cells are used for demonstration of GO-fMLP can de-
liver the chemotherapeutic agent (doxorubicin, DOX), con-
taining higher levels of apoptosis. According to Martin and
co-workers, GO-fMLP is a promising carrier that can ade-
quately deliver anticancer drugs.

3.2 Carbon nanotubes in medicine

Nowadays, CNs are of great interest for different applications
due to their low cytotoxicity, biocompatibility, inert, and ease
of functionalization [49, 50]. In the past few years, the bio-
medical applications of CNTs have rapidly progressed and
have become highly popular in the fields of targeted DDS,
nanoscaffolding for tissue engineering, biomedical imaging,
health monitoring, and disease detection for treatment [51].
CNTs have great potential for drug loading on the internal
side of CNTs through the development of nanobottles to carry
drugs in the organisms due to their penetration of cells without
a particular cytotoxic effect [38, 51]. Therefore, CNTs that
have the ability to target cancer cells can be explored for
therapeutic delivery in vitro and in vivo [51]. Tumor specific
therapeutic examinations are safe and effective perspectives in
order to treat cancer. Management of nano vaccinology in
order to condense the cancer vaccine potency might get over
the requirement for the practice of neither high vaccine doses
nor additional adjuvants. CNTs are able to enter different
types of cells via diversified mechanisms using neither
energy-dependent nor passive ways of cell uptake [52].

The physicochemical characteristics of CNTs play an im-
portant role in toxicity, pharmacokinetics, and metabolism of
CNTs. Effectively functionalized CNTs either non-covalent
or covalent methods can be used for biomedical applications
[53]. The construction and shape of CNTs supply a unique
benefit toward applications in regenerative medicine to im-
prove stem cell production [38]. Despite their advantages,
CNTs have some limitations due to their semiconductive na-
ture; therefore, they cannot be used directly in clinical appli-
cations. Moreover, the variations in both size and length of
CNTs require further chemical modification [39]. Another
important limitation is the toxicity of CNTs [53, 54]. When
CNTs are distributed in peripheral nervous system, lymphatic,
and blood circulation, they can cause a toxic effect (leading to
damages to the DNA) [39].

When different kinds of cells are cultured with CNTs, cy-
tokine production, cytotoxicity, and oxidative stress occur
[41]. Pulmonary exposure to CNTs results in the development
of inflammation, fibrosis, and granulation in the lungs of rats
and mice [55]. Biological responses to CNTs are influenced
by multiple properties such as length, aspect ratio, fibrous
surface area, shape (single wall or multi wall), and aggregation
[41].

Fig. 5 Illustration of biomedical applications of graphene
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3.3 Fullerenes in medicine

C60 as an original kind of carbon allotropes has been exam-
ined for their distinctive properties and biological applications
and in medicine. C60 structures are defined as symmetric
cages of all sp2 carbons that belong to neither five-
membered nor six-membered rings on the cage surface. The
space in a C60 cage is useful for encapsulating medically rel-
evant materials like magnetic metals in order to diagnose and
treat cancer cells. C60 has poor solubility in widely used or-
ganic solvents [56].

Recent developments proposed that C60-based systems can
open a new perspective in various areas such as in medical
fields, C60 has some utilizable properties like appealing photo,
electrochemical, and physical properties. C60 is also used as a
radical scavenger and antioxidant. Moreover, when exposed
to light, C60 can produce 1O2 in high quantum yields. In ad-
dition to all these functions, C60 can be used for the delivery
system of gene and drug [57].

3.4 Carbon dots

Carbon dots (Ca-Ds), also known as carbogenic dots, are a
kind of spherical nanoparticles that have < 10-nm diameter
size [24, 58]. Ca-Ds were found by Scrivens in 2004 during
the purification of SWCNTs manufactured by an arc-
discharge technique [59]. Ca-Ds are similar to QDs with metal
due to their biocompatibility and combination. Ca-Ds are
widely used materials as drug carriers, biosensors, bioimaging
probes, and gene transmission [60]. The advantages of Ca-Ds
are solubility; good photostability; easymodification; low tox-
icity; and excellent biocompatibility [61], intense multicol-
ored photoluminescence, and minimal photobleaching [62].
On the other side, the high cost of Ca-Ds synthesis is a major
disadvantage [61]. Their long-term metabolic fate in biologi-
cal surroundings needs to be ascertained for in vivo examina-
tions, for neither research nor clinical treat [62]. The average
fluorescence lifetime of Ca-Ds is 6.46 ns [58].

Ca-Ds can be manufactured using various techniques such
as plasma treatment, combustion/heating, electrochemical
synthesis, laser ablation, supported routes, acidic oxidation,
arc discharge, microwave/ultrasonic, and hydrothermal [59].
The surface modification of Ca-Ds with using functional
groups (amino, hydroxy, and carboxyl groups) can strongly
affect their properties. This modification can occur via either
covalent modification (via silylation, amide coupling reac-
tions, copolymerization, esterification, and sulfonylation) or
non-covalent modification (via complexation/chelation, elec-
trostatic interactions, and π-π interactions). Thus, the surface
modification of Ca-Ds enables their use for DDS [63]. The
degradation rate of Ca-Ds is interrelated with their surface
chemistry and modification [62].

Wang et al. [64] manufactured highly dispersed, stable, and
water-soluble photoluminescent Ca-Ds. In their study, they
examined the toxicity of Ca-Ds. According to their results,
Ca-Ds with various doses have not shown significant toxic
effect on rats and mice. Moreover, Ca-Ds did not show any
gene toxicity. Therefore, the manufactured Ca-Ds have good
biocompatibility and potential use in vivo for both molecular
imaging and biolabeling.

4 PT of graphene

The structure of graphene has been an attractive subject of
debate over the years. Since 2004, studies of the applications
of graphene have focused on many different fields, containing
biomedicine, nanoelectronics, energy research, composite ma-
terials, and catalysis [65].

Graphene can be characterized as a two-dimensional,
honeycomb-like network of flat, six-carbon rings molecules.
A high external surface area provides the availability of aro-
matic drug molecules loading via π-π stacking [66], ballistic
transport capacity, easy modification, mechanical strength,
planar support for biomaterials, chemical inertness, high ther-
mal conductivity, and optical transmittance that are exception-
al properties of graphene [67]. Thanks to the unique interac-
tion of graphene with biomolecules (e.g., nucleic acids), it can
be used in clinical applications [38]. The unique physical and
chemical properties of graphene combined with NIR absor-
bance make it as a new agent in PT in cancer [66]. The struc-
ture of a CNT can be seen as a single, rounded sheet of
graphene. Various ways in which the graphene layer can be
rolled up as illustrated in Fig. 6. Different imaginary cut lines
show different CNT types with different properties.

4.1 Generation of singlet oxygen by graphene
quantum dots

While PS molecules display a significant preference toward
cancer cells, a lack of selective delivery of the molecules leads
to high intake in non-cancer cells, which can cause consider-
able skin photosensitivity. To overcome this issue, QDs have
been used in PDT [69]. Ca-Ds and GQDs are similar
quantum-confined fluorescent carbonaceous materials and
their spatial configurations, as well as their physical and chem-
ical properties are the same. However, GQDs have high crys-
tallinity unlike Ca-Ds [59]. Recent studies showed that QDs
are excellent substances for charge and energy transfer pro-
cesses that are probe transformation of stable molecules into
cytotoxic materials in PDT. In order to exhibit cytotoxicity
effect of GQDs, Markovic et al. [69] use U251 human glio-
blastoma cells as an in vitro as a model system to confirm
ability of GQDs to generate 1O2. Treatment with GQDs or
blue light alone is not effective on the cell viability but
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treatment with GQDs and blue light (470 nm) generate 1O2

and causes cell death. In another study, via multistate sensiti-
zation process GQDs exhibited a high 1O2 generation yield
greater than 1.3 in the visible light region. Recent studies
claim that in vitro and in vivo examinations are able to be
used as PDT agents, and have been approved as highly effi-
cient cancer treatment [70]. Over the past few years, GQDs
were developed for use in deep-tissue imaging. However, due
to their severe toxicity, QDs are far from approval for clinical
trials. With respect to previous studies, gamma irradiation
demonstrates great potential for the modification of graphene.
Jovanovic et al. [71] applied gamma irradiation on graphene
to enhance the photoluminescence properties. The significant
outcome when the GQDs irradiated photoluminescence quan-
tum yield reached six times higher than pristine ones. These
results demonstrated that gamma irradiation directly impacts
GQD ability to produce 1O2. This makes low-dose irradiated
GQDs promising candidates for PDT 1O2. However, QDs-
based PTT/PDT systems have some limitations such as con-
strain by the inherent tissue penetration depth of neither visi-
ble nor NIR light [46].

In order to determine the bio-safety of GQDs, Liu et al. [72]
examined their effects on the embryonic development of
zebrafish. Zebrafish embryos were exposed to GQDs, and
then their mortality was examined. They determined that the
mortality is increased while zebrafish’s hatchability, heart
rate, and spontaneous movement decreased with respect to
concentration difference of GQDs. According to their study,

GQDs meet environmental quality standards in order to pro-
tect human health.

4.2 Dual modality of graphene in cancer theranostic

Dual modality offers new opportunities to address the ever-
increasing need for improvements in cancer therapy. Many
strategies have been developed to use the advanced water
solubility of graphene to establish a dual-modality
nanoplatform for treatments, but this involves obstacles such
as the chemical oxidation and loading of PS molecules.
Bypassing the need for chemical oxidation and instead of
achieving true dual modality of graphene would be an impor-
tant improvement in cancer treatment [73].

Jiang et al. [74] present a water-soluble dual-modality ther-
apy system graphene phthalocyanine–tetrasulfonic acid
tetrasodium salt copper phthalocyanine (GR–TSCuPc) for
combination of PTT and PDT, using fabricated GR to act as
a PTT agent and TSCuPc to act as a PDT agent. In vitro results
show that the PT effect of GR–TSCuPc is higher than that of
free TSCuPc, which indicates that combination of PTT and
PDT shows better anticancer efficacy [74].

Golavelli et al. [75] designed a magnetic/fluorescent
graphene-silicon naphthalocyanine bis theranostic nanocarrier
to use in combination with a PTT and PDT reagent via dual
modal imaging. In vitro studies and singlet sensor green ex-
periments confirm the generation of 1O2 and killing efficiency
of MFG-SiNc4 to be approximately 97.9%.

Fig. 6 The creation of a carbon
nanotube from a single layer of
graphene [68]
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4.3 Functionalized graphene

Due to their sp2 carbon NMs, CNs like graphene are highly
hydrophobic, making functionalization necessary before the
materials can be used for biomedical applications. Methods of
functionalization, including covalent and non-covalent strate-
gies, vary in their effectiveness. Covalent modification in-
volves the conjugation of hydrophilic functional groups and
protective polymers such as PEG [76]. Functionalized
graphene obtained using the covalent strategy is usually sta-
ble. Non-covalent functionalization involves using electrostat-
ic forces, π-π interactions, and hydrogen bonding.

Yang et al. [77] did a study to determine the in vivo behav-
ior of PEG-coated nano-graphene (NG) sheets in mice by a
fluorescent labeling method for cancer. To treat tumor,
PEGylated NG sheets appears to be an excellent in vivo tumor
NIR PTT agent without showing noticeable toxic effects. The
use of strong optical absorbance of NG sheets in the NIR
region for in vivo PTT showed efficient tumor ablation and
low energy NIR laser irradiation on tumor after intravenous
administration. Therefore, PEGylated NG sheets highly effec-
tive tumor passive targeting. In vivo fluorescence imaging
shows surprisingly high tumor uptake of NG sheets in vivo
models. According to Yang and co-workers examination,
in vivo application and potential toxicology of graphene was
first explored in animal models. Previous studies show that in
the PDT 1O2 generation plays a significant role in the effec-
tiveness to kill tumors. In another study, methylene blue func-
tionalized GO show excellent 1O2 generation at 785 nm laser
irradiation [78].

4.3.1 Nano-graphene oxide

It is known that NG and nano-graphene oxide (NGO) have
remarkable photothermal impacts owing to their effective
light-to-heat conversion when compared to other carbon allo-
tropes under low-power NIR irradiation [79].

NGO systems have also been used to successfully reduce
the number of cancer cells. Hai Qing et al. [80] designed and
synthesized PEG-modified NGO and loaded the PS-ZnPc into
the system via π-π stacking to show the possibility of utilizing
NGO in PDT. The viability of MCF-7 carcinoma cell line was
tested under various conditions, from a 3.8 to 60 mg/L con-
centration of ZnPc. Cancer cell viability was lowered from 85
to 60% after light irradiation. These findings indicate that
there are potential applications of PEG-conjugated NGO in
PDT. Another study observed how the size and surface chem-
istry of graphene affected its in vivo performance in PTT. The
PTT agent nRGO-PEG was observed to have 100% tumor
elimination power after injection [81].

In 2013, Shi et al. [82] developed a graphene-based mag-
netic and plasmonic nanocomposite called GO-IONP-Au-
PEG and showed its exceptional photothermal activity and

ablation of tumor, arguing that graphene-based NMs have
great potential in cancer theranostics. Sahu et al. [83] prepared
a pluronic block NGO loaded into high hydrophilic and pos-
itively charged PSs methylene blue. Their work showed that
the PS released more efficiently in acidic pH levels. Zhang
et al. [84] combined chemotherapy and PTT in one system by
developing DOX-loaded PEGylated graphene oxide (NGO-
PEG-DOX) complex. Their results showed that neither DOX
chemotherapy nor NGO-PEG PTT alone was effective, and
NGO-PEG-DOX was superior to both.

4.3.2 Reduced nano-graphene oxide

Recent studies have shown that reduced graphene oxide
(rGO) is effective in vitro DDS and in vivo photothermal
heating. Compared to GO, rGO has dramatically enhanced
NIR absorption, so that Robinson et al. [85] developed bio-
compatible rGO sheets as PTT agents. Functionalized nano-
rGO allowed for peptide conjugation to target cancer cells
through selective photo ablation at a low dose. This was the
first study that used rGO and non-covalent PEGylation and
established it as an effective PTT agent.

Following this study, Yang et al. [86] designed a novel
rGO and iron oxide nanoparticle (ION) functionalized with
PEG (rGO-ION-PEG) in 2012. Tumors in mice were treated
using rGO-ION-PEG and an 808-nm laser source. The results
demonstrated an instantaneous shrinkage of the volume of the
tumors. RGO could be an improvement over GO with en-
hanced and modified photothermal effect. Kim et al. [87] de-
signed a new PEG-BPEI-rGO system where nanocarriers es-
cape the endosome by photothermally inducing and killing
more cancer cells through NIR irradiation. rGO nanomesh
(rGONM-PEG) is an ultra-efficient in vivo PTT agent because
it exhibits about 4.2- and 22.4-fold higher NIR absorption at
808 nm than rGONP-PEG and GO, respectively. In addition,
in vivo fluorescence imaging has demonstrated high selective
tumor uptake of rGONM-PEG-Cy7-RGD in mice bearing
U87MG cells [88].

A novel study with rGO has resulted in the development of
a c l a s s o f t a r g e t e d P T T a g e n t s P E G - g -
polydimethylaminoethylmethylacrylate-hyaluronic acid-rGO
(PgP/HA-rGO) [89]. This PTT agent generated the highest
photothermal heat on the tumor surface and led to the ablation
of the size of tumor from 225 to 50 mm3 within 10 days after
therapy [89]. To improve this PTT effect, Sharker et al. [90]
designed a NIR-sensitive, pH-dependent hybrid composite of
indocyanine green-GO (ICG-rGO) that showed a
photothermal heat generation capability in the pH range from
5 to 7.4 and an improved in vitro targeted cancer cell
photothermal destruction compared with free ICG.

Combinational therapy has been known to be more effec-
tive in cancer treatment than monotherapy. Chen et al. [91]
combined radiotherapy and PTT to develop a combinational
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therapy that involved the radionuclide (131) I labeled rGO. This
combines the strong NIR absorbance of rGO and the X-ray
radiation of radionuclide (131) I to kill cancer cells. The rGO
exhibits strong NIR absorbance, at the same time, radionu-
clide (131) I emit X-ray and both of them induce cancer cell
killing. 131IRGO-PEG can deliver for both PTT and RT to
achieve cancer combinational therapy effect. In another work,
Sheng et al. [92] constructed integrated photoacoustic and
PTT platforms with protein-based nano-rGO. Administration
of NGO exhibited significant enhancement of acoustic signals
on the tumor regions and usage of NIR led to ablation in
cancer cells. To further enhance photoconversion efficiency
and improve PTT of tumors, Gao et al. [93] formed hybrid
NMs called CPGA that possess high tumor accumulation and
photoacoustic signals. Moreover, Wang et al. [94] combined
chemotherapy and PT using mesoporous silica nanoparticles
(MSNs) as a drug carrier with rGO. MSN-rGO-FA nanocom-
posites killed 68% of HEp-2 cells in synergistic therapy,
whereas they killed only 54% in PTT and 33% in chemother-
apy alone.

4.4 Graphene oxide

As a potential carrier system, GO exhibits remarkable proper-
ties such as mechanical, electronic, thermal, electrochemical,
transparency, and biocompatibility because of its hydrophilic
nature similar to graphene [95]. On the other hand, because of
the presence of numerous oxygen-containing hydroxyl and
epoxy groups, GO has distinct characteristics that greatly dif-
ferentiate it from graphene [96]. The high surface of GO
sheets can be used to load drugs [97]. The absorbance of
GO extends from UV wavelength to the NIR region (at 808
nm). GO can be used for cancer cell treatment due to its
photothermal properties. However, dispersion of GO is not
easily achieved in bio-applications because of the chemical
interactions between GO and proteins/salt in serum [98]. GO
has toxic effects on macrophages; it plays a significant role in
lipid peroxidation and membrane damage as illustrated in
Fig. 7.

The toxicity of GO is based on the size of the sheet. GO
with smaller sheet size demonstrates lower toxicity.
Nevertheless, Rosli et al. [100] have uniquely manufactured
GO nanoplatelets (GONPs) from well-known stacked graph-
ite nanofibers with a base of 50 × 50 nm2 for toxicity and drug
potentiation examinations. In their study, GONPs are loaded
with chemotherapeutic drug cisplatin (CP), which is used in
human lung cancer cells (A549 cells). According to their ex-
aminations, they found that not only GONPs can act as drug
carriers, but they were also able to show the anticancer effect
of CP in lung cancer cells.

Zhang et al. [101] prepared a dual-sensitive DDS based on
GO and it was also loaded with proapoptotic peptides.
Particularly, various cell apoptosis peptide (KLAKLAK)2

(KLA) was anchored on the surface of GO via a disulfide
bond in order to achieve GO-SS-KLA. After that, the antican-
cer drug (DOX) was loaded on GO. At the final stage, bovine
serum albumin (BSA) was used to coat the GO carrier system
in order to achieve a biological medium-stable GO-based
DDS, DOX@GO-SS-KLA/BSA. The result of their study
illustrates that KLA and DOX are able to respond to the re-
ductive and pH stimulus inside the cells. Moreover, the stabil-
ity results predict that DOX@GO-SS-KLA/BSAwas stable in
water for more than 8 days and in 10% fetal bovine serum for
at least 6 days. The established DOX@GO-SS-KLA/BSA
shows great potential as DDS for the co-carrying system of
different therapeutic agents.

In DDS, GO plays a more attractive role in terms of its
large π-conjugated structure which can interact with the aro-
matic drug. According to previous studies, hypocrellins are
the second generation of PSs and present high PDT effects
on many cancer types [102]. However, some limitations occur
in clinical usage of hypocrellins. The first-time photodynamic
activity of GO-hypocrellin A (HPA) was studied in 2011 by
Zhou et al. [103] and they showed that the amount of HPA
loaded onto GO was significantly high. The GO-HPA com-
plex can generate 1O2 when excited by irradiation with light of
appropriate wavelength. In vitro studies exhibited that GO-
HPA taken by tumor cells resulted in significant cell death.
Hence, GO-HPA complex is promising for use in clinical
PDT. The same group did another study in 2012 [104], where
an efficient loading amount of 2 mg/mg HPB on GO was
observed for hypocrellin B. In vitro tests showed that there
was active uptake HPB-GO into tumor cells and important
damages were observed upon irradiation.

Recently, examinations showed that when Ce6 is com-
bined with NMs, it has excellent water solubility and im-
proves PDT destruction of cancer cells. In order to show the
PTT effect of graphene was used to support the delivery of
Ce6 when exposed to NIR and further improve PDT efficacy
on the cancer cells, a combination of graphene and PEG is
used for Ce6 delivery [105]. In one study, FA-conjugated GO
was developed to target and achieve higher specificity of
PDT. PSs Ce6 efficiently loaded into the system.
Accumulation of Ce6 in cancer cells significantly increased,
thereby demonstrating a remarkable PDT effect for MGC803
cells upon irradiation. Suggesting that FA-conjugated GO-
loaded Ce6 is effective in targeting PDT [106]. However, this
type of study causes loading inefficiency. To address this is-
sue, Zhou et al. [107] developed a synergistic combination of
chemo-PDT by chemotherapy drug (SN-38) and HPA loaded
into GO complex. Following to mentioned work, the
hyaluronic acid (HA)-GO conjugate system is prepared and
is loaded into Ce6 as PSs in another study [106]. Cellular
internalization of this complex is much more effective than
free Ce6. Furthermore, PDT efficiency of HA-GO-Ce6 en-
hanced ten folds compared to free Ce6 [108]. In 2015, Liu
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et al. [109] also produced of graphene from natural graphite
with Ce6, which is a promising composite for PT. High drug
loading capacity of 160 wt% was observed, ten times larger
than functionalized GO.Moreover, GO-Ce6 tumor cell killing
efficiency is 6–75 folds greater than free Ce6. In another re-
markable research, Dembereldorj et al. [110] tested AuNR-
PEG-GO for a photothermal platform both in vitro and
in vivo. Irradiation with a Xenon lamp light and treatment
with the AuNR-PEG-GO, epidermoid carcinoma cells shows
cell viability reduction by approximately 40% compared to
the cells treated with only AuNR-PEG-GO. Moreover, in
brain cancer therapy, a biocompatible porphyrin functional-
ized graphene oxide can be used (PGO). The latter is two
times more stable than rGO, and the efficiency of
photothermal conversion of PGO is raised by 89%, thereby
causing ablation of brain cancer cells in vitro [111].

Extensive previous studies claim that GO is an efficient
delivery platform for cellular imaging. In 2012, Hu et al.
[112] reported that novel QD-tagged rGO (QD-rGO) could
be used to image tumors in PTT. The heat generated from
QD-rGO causes an increase in the temperature (cell death)
and degradation of QDs which provides an indicator of PTT.
After this work, Wang et al. [113] developed UCNPs-NGO/
ZnPs for combinatorial PDT and/or PTT theranostic plat-
forms. These nanocomposites used as a UCL illustration
probe but at the same time create cytotoxic 1O2 under light
excitation for PDT and also convert laser energy into thermal
energy for PTT. Furthermore, theranostic agent fabricated by
loading ION into poly (lactic acid) (PLA) and surface modi-
fication with GO microcapsules. Due to the strong absorption
of NIR, microcapsules kill cancer cells. Moreover, they found
that the photothermal effect could be enhanced by external
magnetic field. This development is promising to integrate

both imaging and therapy for cancer theranostic [114]. In ad-
dition, using the solvothermal method PEG-BaGdF5-GO
complex formed as both imaging and PTT. Enhanced NIR
and photothermal stability of PEG-BaGdF5-GO complexes
result in efficient ablation on tumor cells [115].

The efficiency of GO-green platinum nanoparticles (GO-
PtNPs) on human prostate cancer cells is uncertain.
Gurunathan et al. [116] synthesized GO-PtNPs nanocompos-
ites to understand their effect on prostate cancer cells. The
cytotoxicity of GO-PtNP was raised through lactate dehydro-
genase release and membrane integrity loss. Oxidative stress
induced by GO-P tNPs ra i sed p ro t e in ca rbony l
malondialdehyde and nitric oxide ingredients. The powerful
ROS generation impaired the cellular redox balance and even-
tually exchanged mitochondria by reducing the ATP level and
the membrane potential. The toxicity to cancer cells was con-
nected to the expression of proapoptotic genes and reduced
levels of anti-apoptotic genes. Their study showed that p53
and p21 activation in GO-PtNP–treated cells led to genotoxic
stress, which also caused apoptosis. GO-PtNPs are both cyto-
toxic and genotoxic. Tumors are more sensitive to GO-PtNPs
than to GO nor PtNPs. Moreover, GO-PtNPs have a suitable
and effective cancer therapeutic system. The studies about
functionalized GO used for cancer therapy are summarized
in Table 1.

5 PT of CNTs

Multi-walled carbon nanotubes (MWCNTs) were first obtain-
ed by Iijima in the 1990s, using the arc-discharge evaporation
method [118]. After 2 years, Iijima and Lchihashi [119] and
Bethune et al. [120] obtained single-wall carbon nanotubes

Fig. 7 Toxic effects of GO on
macrophages [99]
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(SWCNTs) using the same procedure. CNTs have outstanding
electrical, optical, and thermal characteristics. They can influ-
ence the electric field in their localized surrounding which
enhances the absorption of electromagnetic energy and creates
rapid heating of the tube [120].

5.1 Functionalized CNTs

The proper surface functionalization of CNTs renders them
biocompatible and enables them serve as efficient cancer
DDS [98]. The f-CNTs are a highly promising drug delivery
system because of their ability to cross the biological barriers
of the cell. In general, the process of functionalization requires
organic solvent or water solubility, enhancement of function-
ality, dispersion, and compatibility, but CNTs also require
functional groups to carry simultaneously several moieties
for targeting, imaging, and therapy [121]. Attachment can be
achieved via either covalent or non-covalent bonding. Non-
covalent functionalization preserves the electronic structure of
the nanotube and does not lead to noticeable toxicity in ani-
mals treated. The preferred compound for functionalization is
PEG, which increases the dispersity in aqueous solution and
the biocompatibility of CNTs [122]. However, the use of
CNTs in nanocomposites to date has been limited by chal-
lenges in processing and dispersion, and their prohibitively
high cost [123]. In 2009, Erbaş et al. obtained the multifunc-
tional PDT agent pyrenyl-functionalized distyryl-bodipy non-
covalently attached to SWCNTs. This PS agent generated 1O2

when it was excited with a red LED array that produced light
of a 660-nm wavelength [124]. Functionalization is important
because it is believed that the rising temperature denatures
proteins and leads to tumor eradication. It was also previously
known that CNTs display strong absorption over a wide range
of frequencies of electromagnetic radiation, including visible
light, NIR light, and even radio irradiation. To prove this, a
photothermal and fluorescent agent was synthesized by the
conjunction of pyrene-based PEGylation of SWCNTs. The
agent was water-soluble, generated heat under NIR of 5 W/
cm2, which causes significant cell damage and suggests that
Py-PEG-SWNT can serve as a photothermal agent in PTT.
Furthermore, it was found that both synthesized Py-PEG and
Py-PEG-SWCNTs complexes exhibited high fluorescence in-
tensity at 382 and 395 nm, suggesting that Py-PEG-SWCNTs
are able to treat patients undergoing cancer therapy. Another
study investigated the heat and light dual responsive function
of SWCNTs. Poly(N-isopropylacrylamide) (pNIPAM) was
grafted to Cur (Cur-pNIPAM), and SWCNTs wrapped with
this thermo-responsive Cur-pNIPAM was developed
(SWCNTs/Cur-pNIPAM complex). This complex showed
the reversible dispersion coagulation action in response to
temperature which leads to a catch-and-release action of a
porphyrin derivative and it is expected to be applicable to
novel PDT control techniques [125]. The in situ synthetic

method was used to non-covalently functionalize noble metal
nanoparticles and obtain SWCNTs-Au-PEG and SWCNTs-
Ag-PEG nanocomposites. The gold shell grown on the nano-
tube surface of the SWCNTs-Au-PEG-FA nanocomposite
dramatically increases the cancer-killing effect due to its
strong surface plasmon resonance absorption. In vitro study
cells treated with SWCNTs-Au-PEG-FA, SWCNTs-Au-PEG,
SWCNTs-PEG-FA, and SWCNTs-PEG with laser irradiation
at 808 nm for 5 min showed that SWCNTs-Au-PEG-FA had
the greatest effect on cell death after laser irradiation [126].

5.1.1 In vivo studies of f-CNTs in cancer therapy

CNTs are an outstanding option for PT because of their high
capacity to hold drugs, great cell membrane permeability, and
enhanced cellular uptake. Over time, numerous studies have
shown the impact of f-CNTs in cancer therapy by using
models such as mice, human breast cells, and solid malignant
tumors [127]. The strong optical absorption and high photon-
to-thermal energy conversion efficiency of CNTs in the NIR
region combined with a high-absorption cross-section make
CNTs suitable candidates for PTT [98]. The destruction of
breast cancer cells by non-covalently attaching monoclonal
antibodies (MAbs) against membrane markers: insulin-like
growth factor 1 receptor and human endothelial receptor 2.
The antibodies were attached using π-π interactions of the
pyrene rings to SWCNTs [128]. Because the EPR effects are
universal in solid tumors, CNTs loaded with drugs can extrav-
asate in tumor tissues over time; the concentration in tumor
will reach several folds higher than that of the plasma [129].

In 2009, Moon et al. [130] demonstrated the photothermal
effect of PEG-SWCNTs with light irradiation and examined
in vivo destruction of solid malignant tumors. Photothermally
treated mice showed the obliteration of tumors, while control
groups had tumors that continued to grow. The tumors in the
photothermally treated mice were excreted in approximately
2 months by either the biliary or urinary pathways. This led to
the claim that PTT with SWCNTs is a successful cancer ther-
apeutic approach.

Liu et al. [131] studied the effects of time and dosage on the
efficiency of PTT using SWCNTs. They studied the relation-
ship between the polymer-coated surface and in vivo behav-
iors of SWCNTs. The group used Raman spectroscopy to
establish blood circulation half-life and found that PEG-
SWCNTs have a blood circulation half-life of 12–13 h, rela-
tively low RES and high tumor uptake with skin accumula-
tion, giving them great potential for cancer treatment. In vivo
studies conducted using tumor-bearing mice found that
groups treated with only radiation or SWCNTs had similar
tumor regrowth patterns, while groups which were treated
with SWCNTs that had optimized surface coated with PEG
showed that the complex was a powerful PTT agent. Liu et al.
examine light-sensitive SWCNTs were modified with Ce6
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and PEG for tumor treatment. In vivo studies showed that
SWCNTs-g-Ce6 and SWCNTs-g-Ce6-g-PEG had greater ac-
cumulation of Ce6 in the tumor sites due to their enhanced
permeation and retention effects, demonstrating their value in
the treatment of solid tumors.

Anteris et al. [132] studied the viability of breast cancer
cells treated with SWCNTs containing antibodies. The viabil-
ity of the cells was affected by the concentration of f-
MWCNTs-ab, irradiation time, and settling time after NIR
irradiation. After conducting the Alamar Blue cell viability
test, it was concluded that PTT using f-MWCNTs-ab led to
65–79% better destruction of breast cancer cells compared to
treatment using only f-MWCNTs. The EtBr cell viability test
produced the same results as the Alamar Blue test, and also
suggested possible cell destruction mechanisms.

5.2 Single-walled carbon nanotubes

The high resolution in vivo imaging, deep-tissue penetration
in NIR, combined with strong tumor accumulation and intrin-
sic photoluminescence make SWCNTs promising cancer
theranostic agents. The SWCNTs with light absorption in
the NIR range allows PTT at much lower laser powers than
those needed for plasmonic NMs [133].

In 2011, Zhou et al. [134] explored a novel therapy that
used SWCNTs to target the mitochondria in breast cancer
cells. Targeting the mitochondria of cancer cells in promising
cancer treatment because mitochondrial depolarization and
the activity of cytochrome c and caspase 3 lead cells to go
into apoptosis. Studies in mice showed that those treated with
lasers and SWCNTs-PEG had a survival rate of 75%, while
the group that received only laser treatment had a survival rate
of only 31.25%. It was claimed that the mitochondria-
targeting SWCNTs enhanced the PTT destruction of tumor
cells. One year later, a study showed the synergistic
photothermal and immunological effects the modified nano-
tube system had on the treated cancer cells. The SWCNTs-GC
complex included a strong immunoadjuvant called glycated
chitosan (GC), and when the complex was exposed to radia-
tion, the GC served both DAMPs and PAMPs, enhancing the
immunogenicity of tumor cells and presentation of tumor an-
tigens led to synergistic PTT immunological reaction.
SWCNTs retained the optical properties of SWCNTs and im-
munological properties of GC when treated with lasers in
mouse mammary tumor cells. The absorption rate of the
SWCNTs-GC complex was 89.2%, which was higher than
the 73.1% absorption rate of the SWCNTs-PEG complex that
is commonly used as a surfactant. Interestingly, when one side
of tumor was treated with SWCNTs-GC, the other untreated
side was affected. This indicates that SWCNTs-GC complex
prerequisites to induction of effective antitumor immune re-
sponse. Most effective SWCNTs-GC modalities have been
higher survival rates and strong tumor suppression in contrast

to others [135]. In 2015, Zhou et al. [136] tested a DOX-
loaded SWCNTs-GEL both in vitro and in vivo using NIR
hyperthermia treatment to provide a new perspective into gas-
tric cancer. They showed that incorporating NIR irradiation in
DOX/SWCNTs-GEL treatment led to greater cancer cell ap-
optosis than using free DOX. The free DOX-treated group
showed an average tumor growth ratio of 166%, but the
DOX/SWCNTs-GEL–treated group showed shrinkage of tu-
mor size of 61.3% of original volume. SWCNTs-based hydro-
gel had the strongest tumor suppression rate, while without
NIR radiation SWCNTs-GEL did not produce any inhibition
effect.

Hood et al. [137] applied this information to breast cancer
treatment by using a human protein called annexin V (AV),
which binds anionic phospholipids expressed externally on
the surface of the tumor cell surface was conjugated with
SWCNTs. In vivo studies produced encouraging results that
a majority of BALB/c female mice implanted with 4T1 mu-
rine mammary tumors were treated with 0.8 mg SWCNTs
kg−1 and NIR irradiation at a wavelength of 980 nm showed
complete disappearance of the implanted tumors 11 days after
irradiation.

Moreover, to evidence CNTs more subsequently, Marches
et al. [138] coupled CNTs with tumor-specific MAbs. Using
flow cytometry, immunofluorescence, and confocal Raman
microscopy, they found that anti-Her2+-CNTs effectively
bind, whereas the control, MAb-CNT, did not bind. More
importantly, cells that internalized the Her2+ and CNTs were
more sensitive to NIR-mediated photothermal damage than
cells with CNTs on their surface.

5.2.1 Applications of SWCNTs

SWCNTs produce novel hybrid NMs which and enhance
chemical functionalization and solubility for potential appli-
cations in biological detection, DDS, PT, and biomedical im-
aging [139]. In 2010, Huang et al. injected SWCNTs intomice
tumors and irradiated them with 785 nm NIR radiation at a
moderate power of 200 mW/cm2 (120 J/cm2) to remove squa-
mous cell carcinomas. Raman spectroscopy was used to ob-
serve SWCNTs distribution in situ and it was found that the
SWNTs remained localized in the tumor even 3 months after
injection [140]. In 2012, Xiao et al. [141] [141] developed an
efficient nano-PS delivery system by conjugating Ce6 and
SWCNTs, then wrapping the complex with chitosan to im-
prove water solubility and biocompatibility. A WST-1 assay
was used to determine the PDT effect of chitosan-Ce6-
SWCNTs by detecting the viability of HeLa cells after irradi-
ation. The complex had a higher cancer-killing effect (and
thus a more desirable pharmacological outcome) than a free
Ce6 complex.

SWCNTs have strong Raman scattering due to their sharp
electronic density of states. Beca et al. [95] used this property
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of SWCNTs to design a chemically novel hybrid NMs to treat
breast cancer. They used a gold nanopopcorn–attached
SWCNT to target cancer tissue. The aptamer-conjugated hy-
brid NMs show Raman signal intensity of SWCNT D and G
bands by three orders of magnitude. When S6 aptamer–
conjugated hybrid NMs were attached to SK-BR-3 cancer
cells, they were exposed to 785 nm continuous NIR radiation
at 1.5 W/cm2, causing cellular damage that killed soft cancer
cells within 10 min. This hybrid conjugation has an enormous
potential application in rapid detection and PTT of clinical
samples. Another striking application of CNTs is as a contrast
agent. Normally, ideal contrast agents do not identify tumor
mass but provide non-invasive therapy opportunities. To over-
come this issue, Antaris et al. [142] developed biocompatible,
SWCNTs that have the properties desired in theranostic
agents. Using the ultra-pure SWCNTs reiterated the pharma-
cokinetics, imaging, and photothermal capabilities of bulk
SWCNTs, unambiguously tumors imaged and heated to
50 °C with an intravenous injection of ∼ 4 μg of SWCNT
material. They claimed that ultra-low-dose, high-efficiency
SWCNTs are ideal for nanomedicine. Modifications of
SWCNTs using chemical functionalization and conjugations
are necessary to enhance solubility and produce novel hybrid
materials that are potentially suitable for many applications. In
2012, Meng et al. [143] demonstrated an easy method to ob-
tain SWCNTs coated with AuNPs by using a thiol-
functionalized IL as a type of glue and characterized by HR-
TEM-Raman and UV/Vis absorption spectroscopy. The TEM
results showed that the SWCNT-IL-Au+2 material internalized
in the lysosomes of HeLa cells did not enter the nucleus. HeLa
cells that were cultured with SCWNT-IL-Au+2 material and
then exposed to a 2 W laser diode with a wavelength of
808 nm for 15 min, the SWCNT-IL-Au+2 material changed
color to orange or red, indicating that the cells were undergo-
ing apoptosis. In another study, Ogbodu et al. [144] examined
the effect of SWCNTs conjugation with zinc monoamino
phtalocyanine-FA form (ZnMAPc-FA-SWCNTs) on melano-
ma cells. Melanoma cells treated with ZnMAPc-FA-
SWCNTs and then irradiated with a 676-nm laser that had a
power density of 98mW/cm at 5 J/cm showed 63% cell death.
It was also discovered that ZnMAP-FA caused 60% cell
death, but SCNTs-FA did not serve as an effective PT agent.
ZnMAPc-FA-SWCNTs produced 0.18 1O2 and ZnMAPc-FA
produced 0.48 1O2, which suggests that ZnMAPc-FA-
SWCNTs can produce relatively little 1O2 but still be an ef-
fective PDT agent. The same team conducted another study to
examine the photophysical properties and photodynamic ac-
tivity of the synthesis of zinc mono carboxy phenoxy phtha-
locyanine conjugate with spermine (ZnMCPPs-spermine) and
the effect of ZnMCPPS-spermine-SWCNTs on breast cancer.
PDT results showed that ZnMCPPs leads to 64% cell viability
while ZnMCPPs-spermine led to a 97% cell viability and
ZnMCPPS-spermine-SWCNTs led to a 95% cell viability.

Interestingly, it was found that the O2 generation of
ZnMCPPS-spermine-SWCNTs was lower than that of the
ZnMCPPs-spermine complex because the Pc-spermidine con-
jugate reduced PDT activity when combined with SWCNTs
[145]. Integration of multimodal treatment in cancer therapy
can enhance efficiency and cause synergistic effects. A
biomodal system is constructed (Ru@SWCNTs) which is
Ru (II) complex-functionalized with SWCNTs to
photothermal and two-photon PDTs (PTT-TPPDT) in cancer
treatment. When the PTT effect of Ru (II) at a 808-nm laser
irradiation was observed, it was found that it produces 1O2

in vivo and can be used as TPPDT. Cells were incubated with
Ru (II) complexes, SWCNTs, and Ru@SWCNTs at a 808-nm
laser at a power density of 0.25 W/cm2 for 5 min to examine
the effects of Ru@SWCNTs composites on the kinetics of
two-dimensional and three-dimensional tumor cells. Results
indicated that Ru@SWCNTs destruction of cancer cells was
more effective than free SWCNTs and Ru (II). In 3D tumor
cells, the cell viabilities of the multicellular tumor spheroids
after 5 min of laser irradiation were only 5%. Ru@SWCNTs
exhibited excellent bimodal PTT and PDT effects in cancer
modals [146].

5.3 Multi-walled carbon nanotubes

MWCNTs are polymers of pure carbon that are chemically
reactive because of the rich chemistry of carbon [147]. Due to
their high aspect ratios, MWCNTs have unique electronic and
mechanical properties that allow the easy modification of
structure and optimization of solubility and dispersion, spur-
ring their innovative applications in biomaterials, electronics,
and chemical processing [120]. It has been known that
MWCNTs can be used as a cancer therapy agent because they
release vibrational energy when exposed to NIR irradiation. In
2009, MWCNTs conjugated with GD2 MAbs were used to
cure neuroblastoma cells. Anti-GD2-linked CNTs were
broadly internalized in the cells and then the cells were ex-
posed to 800 nm NIR laser for 10 min. When they were ex-
amined with calcein-AM dye, it was observed that the neuro-
blastoma cells had undergone necrosis. Anti-GD2-linked
CNTs have been utilized as a therapeutic coupling agent in
killing neuroblastoma cells by generating heat [148].
Polyamidoamine dendrimer modified MWCNTs have been
explored as a highly efficient delivery system for PS 5-
aminolevulinic acid (5-ALA) to MGC-803 tumor cells.
When 30 μM 5-ALA-dMNTs were irradiated with a light,
they caused approximately 70% loss of cell viability, demon-
strating a clear PDT effect [149]. When treating colorectal
cancer, MWCNTs have to be applied during surgery because
they cannot be introduced intravenously and then travel to the
peritoneum. Instead, during the surgery, a chemotherapic
agent is used to fill the abdomen and then the individual tumor
nodules are treated with PT. This involves rapidly heating the
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colorectal cancer cells to 42 °C, using MWCNTs as a heat
source in the presence of the drugs oxaliplatin and mitomycin
C. Preliminary result emphasizes the potential of the fast
bench to bedside clinical therapeutic agent with MWCNTs
and chemotherapeutic agents. Conducted after many types
of research, in order to deal with colorectal cancer FA conju-
gated to MWCNTs. Because they are known to produce the
folate receptor, which is found in tumor location. Developed
spectrophotometric method to quantify the mass ofMWCNTs
bound to cells and showed that FA-targeted MWCNTs binds
with a high affinity to colorectal cancer in spite of untargeted
MWCNTs.Moreover, FA-functionalizedMWCNTs stimulat-
ed by a 1064-nm light led to a reduction in colorectal cancer
cell viability. These results indicated that an increase in ther-
apeutic index ofMWCNT by FA-targetedMWCNTs-induced
PTT [150]. Failure caused by single therapy propels to im-
prove combinational therapy methods. In 2016, Marangon
et al. [142] constructed a combination of PTT and PDT
nanosys t em–based MWCNTs wi th a PS o f m-
tetrahydroxyphenylchlorin for cancer treatment. When irradi-
ated with a 650-nm light, the mTHPC/MWCNTs showed
high fluorescence and phototoxic features. Increasing cellular
uptake enables greater thermal activations. A cell viability
test, TEM, imaging cytometry confocal microscopy, and ge-
nomic analysis of 84 genes all showed that oxidative stress
was evident in the affected cells. This emphasized that
mTHPC/MWCNTs has an important role in inducing a sig-
naling pathway in PTT/PDT that triggers apoptosis. The oxi-
dative response led to a sharp increase in the number of pro-
teins that were formed in ROS generation.

6 PT for fullerenes

In 1985, a third carbon allotrope was added to the list along
with diamond and graphite: C60 that has an interrupted icosa-
hedron soccer ball–like shape consisting of 12 pentagons. The
extended π-conjugated system available in C60 molecule
gives it an exceptional ability to absorb visible light. When
C60 absorbs light, it enters its singlet excited state and un-
dergoes an intersystem crossing into the triplet state. Some
molecules of C60 in the triplet state are quenched bymolecular
O2 and generate 1O2, while others generate superoxide anion
radicals, especially when in the presence of a reducing agent.
Unspoilt C60 and C60 derivatives generate ROS by illumina-
tion, which makes them good candidates for PT. There has
been remarkable progress in developing functionalized C60

for anticancer drugs and diagnostic agents [151]. The func-
tionalized C60 used to physisorbed on the three-dimensional
mesoporous graphene macro assemblies electrodes as illus-
trated in Fig. 8.

The drug complex with nano-size was investigated to
evolve the efficiency of cancer therapy, finalize it with nano

delivery and PDT. Grebinyk et al. have examined that
nanomolar amounts of a non-covalent nano complex of the
drug as DOX with carbon nanoparticle C60 were enforced in
different molar ratios as 1:1 and 2:1 M ratios. This system is
exploiting C60 both as DDS and as PSs. According to the
fluorescence microscopy analysis, the in vitro tumor model
cultured with nano complexes illustrated DOX’s nuclear and
C60’s extranuclear localization. When cells were applied to
C60-DOX with 2:1 M ratio and irradiated (405 nm), the high
cytotoxicity of photo-irradiated C60-DOX destroy cancer cells
in vitro [153].

6.1 Functionalized fullerenes

Pristine fullerenes are highly hydrophobic, which may hamper
their biological applications. To overcome this shortcoming,
functionalization of the surface with some hydrophilic func-
tional groups is thus needed to make them more soluble in
water and biological solutions [154]. As with other nanopar-
ticles used in PS delivery, C60 has also been modified to carry
imaging agents. To demonstrate this mechanism, Ikeda et al.
designed light-harvesting “antenna”molecules with liposomal
PSs and dense C60 into lipid membrane bilayers [56]. The
liposomal PS showed improved photodynamic activity when
exposed to light wavelengths between 610 and 740 nm toward
human cancer cells via the photoenergy transfer from
photoactivated antenna molecules to C60. The concept of
light-harvesting liposomal PS of LMIC60 shows remarkable
promise in the field of medicinal chemistry [155].

Polyhydroxy fullerenes (PHFs) exhibit photoacoustic and
photothermal properties for imaging and cancer therapy. PHF
has numerous advantages, including biocompatibility, biode-
gradability, and water solubility. When PHF nanoparticles
were exposed to NIR during a study, they caused a 32% de-
crease in tumor area due to their ability to inhibit tumor growth
and regulate the immune system. It was also found that PHF-
containing chitosans provide excellent photoacoustic contrast
[156]. PHF heat and generate sound waves under low-
intensity laser irradiation. PHF is unique as photothermal
properties of PHF are not dependent on the wavelength of
irradiation [157]. PHF is 1.3 nm in size and is able to be easily
excreted in urine; on the other hand, larger NMs such as CNTs
and AuNPs typically exceed the renal excretion limit of
5.5 nm [158]. PHF found to be heated to their ignition tem-
perature by exposure to low-intensity continuous-wave laser
irradiation. This heating property is an advantage for cancer
therapy, when a negatively charged PHF coating on silica NPs
functionalized with amine groups was dosed to A549 cells and
localized destruction of cells was induced by NIR [159].

Mroz et al. [160] conducted in vivo studies that showed
that not only can C60 play an important role in cancer therapy
on animal models but also that N-methylpyrrolidium-C60

(BB4) and white light (more than green light) can have
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significant anticancer benefits in models of disseminated peri-
toneal carcinomatosis in mice.

In vivo studies have demonstrated the role of C60 in PDT.
Tabata et al. [158] functionalized C60 with PEG and represent-
ed C60-based PDT in animal tumors. The study monitored the
accumulation and retention times of the C60 in the tumors.
When exposed to visible light, the C60-PEG conjugate showed
more effective tumor suppression than the commercial agent
Photofrin. Another study conducted by Tabata et al. [161]
described a novel theranostic system based on C60. The group
c o n s t r u c t e d C 6 0 - P EG a n d t h e n c o n j u g a t e d
diethylenetridiethylenetriaminepentaacetic acid (DTPA) to
the terminal group of PEG to form C60-PEG-DTPA. The
C60-PEG-DTPA was then mixed with gadolinium acetate so-
lution to obtain Gd3+-chelated C60-PEG (C60-PEG-Gd). After
the C60-PEG-Gd was exposed to light radiation, it caused a
decrease in tumor accumulation. This evidence makes the use
of C60 conjugates a promising approach to cancer
theranostics. One of the significant advantages of C60 is the
response to light irradiation which leads to both generate ROS
and 1O2.

In 2012, Lee et al. [162] described that novel functionalized
C60 could convert light radiation to vibration energy to raise
the temperature and generate ROS with light irradiation. In
order to enhance the ability of C60, it conjugated with PEG
and folate. In vivo PT activity of multimeric C60 observed by
using cervical carcinoma tumor cells and irradiated with laser
light (670 nm) so that they obtained that multimeric C60 with
folate improved PTT/PDT cell damage.

Shi et al. [163] derivatized ION onto the surface of C60 and
then applied PEGylation to enhance the solubility and bio-
compatibility of the complex, obtaining C60-IONP-PEG.
Then, they conjugated the complex with the PDT drug hema-
toporphyrin monomethyl ether (HMME) to demonstrate the
conjugated complex’s excellent magnetic targeting ability in
B16-F10 cells and malignant tumors in mice. In vitro and
in vivo studies show that C60-IONP-PEG/HMME released
23-fold DOX and led to strong PDT activity.

S h i e t a l . [ 1 6 4 ] i m p r o v e d DOX - l o a d e d
polyethyleneimine (PEI) conjugated with C60 to form
C60-PEI-DOX to enhance the efficiency of chemotherapy
and PDT in one system. They loaded DOX onto C60 at

490 nm absorption and showed a loading efficiency of
89.2%, indicating that C60 is a good DDS. When mice-
bearing B16-F10 tumors were treated in vivo with C60-
PEI-DOX complexes and a 532-nm laser radiation, the
tumor-targeting effect was 2.4 times greater than DOX
released in tumor location than normal tissues. In 2014,
the same group constructed a hybrid NMs with multifunc-
tional characteristics of PDT and radiofrequency therapy
(RFT). The C60-IONP-PEG complex was linked with FA
to obtain an active targeting effect in MCF-7 cells and
malignant tumors in mice. TUNEL assays were applied
to investigate the tumor suppression mechanism of the
C60-IONP-PEG/FA complex, and it was found that 62%
of cells underwent apoptosis during PDT and 37% of cells
underwent apoptosis during RFT. When PDT and RFT
were combined, 96% of cells underwent apoptosis.

Combinational therapy is known to provide more effec-
tive treatment for cancer and a greater reduction of tumor
growth. In 2014, Guo et al. [117] explored the potential
advantage of malonic acid fullerene (DMA-C60) in combi-
nation with docetaxel (DTX) and micelles (MCs) chemo-
PT for tumors. After intravenous injection, it was found
that DMA-C60 in DTX-MC showed 2.25- and 4.57-fold
longer means residence time, the results indicate that
DMA-C60/DTX-MC may have significant pharmacokinet-
ic effects. The tumor growth inhibition rate was 81.3%,
demonstrating stronger antitumor effects. Additionally, un-
der irradiation DMA-C60 improved the cytotoxicity, apo-
ptosis, and antitumor effects of DTX-MC. In another
study, microspheres of the hydrophilic antitumor drug
mitoxantrone (MTX) were developed with C60 1-
phenylalanine derivatives attached with poly-lactic acid
(C60-phe-PLA). The treatment was then tested in vivo,
and it was found that the relative tumor growth rate was
39.3% after irradiated with a 532-nm laser. This showed
that C60-phe-PLA-/MTX can successfully suppress tumor
growth and is highly useful for chemotherapy and also in a
combination of chemotherapy with PDT [165].

In this review article, we summarize the carbonaceous ma-
terials that are used for PT. All materials studied are summa-
rized with respect to their advantages and disadvantages in
Table 2.

Fig. 8 C60 used to physisorbed on
the three-dimensional mesopo-
rous graphene macro assemblies
electrodes: a C60-4, b C60-5, c
C60-7 [152]
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7 Future directions of carbon
nanomaterial–based phototherapy

As we can summarize, CNs are widely used systems for
theranostic applications in cancer treatment. The superior
loading capacity, physical properties (intrinsic fluorescence
or NIR absorbance), and chemical versatility are the pre-
requisite for them to be used as potential cancer therapeutics
agents [27]. The versatility of CNs allows different DDS, the
development of regenerative and stem cell medicine plat-
forms. The increased sensitivity of CNs-based diagnostic de-
vices will contribute to the development of a personalized
medical future. Increasing the effectiveness of nanoparticle
drug design will also increase the clinical feasibility and im-
plementation of new optimized drug combinations. While this
technology has not yet completed the transition to the clinical
trial phase, strong preclinical evidence supports promising
research for integrated carbon-based nanoscale platforms
[38]. The improvement of different engineered NIR light–
absorbing NMs will continue to attract interest in the topic
of cancer therapy and beyond [7].

8 Conclusion

PT offers advantages over conventional treatment methods
such as radio and chemotherapy. It provides safety; minimal
invasion; and high selectivity, it is cost-effective and sup-
presses extensive utilization of peripheral lesions [168]. In this
review, we consistently reviewed the recent benefits in PT of
cancer using CNs such as graphene, GO, CNTs, and C60.

These CNs exhibit a critical role in cancer therapy. The sur-
face chemistry of NMs provides high interactions of
chemicals and biomolecules at the interface section, and it will
play an important role in applying graphene; CNTs; and C60

as either chemical or biosensing, DDS and imaging in PT [32].
Diverse strategies were developed as to NMs with respect

to PS carrier systems containing targeted, target-activatable,
PTT, and PDT neither in vitro nor in vivo. Suitable, well-
designed CNs fulfill clinical requirements. Current challenges
include the development of versatile graphene, CNTs or C60-
based nanocarriers for medical diagnosis and therapy.
Moreover, suitable modification and functionalization on
NMs can improve their biocompatibility, solubility, drug
loading capability, and delivery efficiency. Cellular uptake
mechanisms and intracellular metabolic pathways of NMs
are still unknown although they are crucial for in vivo re-
search. However, this work provides venues for future scien-
tific research developments. In addition, the advantages of-
fered by these NMs in cancer therapies remain indisputable.
Based on previous studies, the exceptional nature and the high
potential of graphene, CNTs and C60 in PTs are highlighted.
Future research could be based on functionalization strategies
for precise drug delivery and treatment. CNs have the capacity
to detect and respond to dynamic changes of proteins, nucleic
acids either DNA or RNA. Additionally, functional NMs play
significant roles for cancer treatment based on PTT, mainly
because of their unique properties, and minimal side effects
and high efficiency.
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Table 2 The advantages and disadvantages of GO, CNT and fullerene

Material Advantages Disadvantages Reference

CNTs Have great potential for drug loading on the
internal side of CNTs through the development
of nanobottles to carry.

It can enter different types of cells via diversified
mechanisms using neither energy-dependent
nor passive ways of cell uptake.

The lack of solubility in aqueous media.
The surface of CNTs must be functionalized

with different hydrophilic molecules.

[38, 51, 52, 166]

Carbon dots Have solubility, good photostability, easy
modification, low toxicity and excellent
biocompatibility, intense multicolored
photoluminescence, and minimal photobleaching.

The high cost of Ca-Ds synthesis [61]

GO It illustrates lower toxicity. Dispersion of GO was not easily achieved in
bio-applications due to the binding among
GO and proteins/salt in serum.

[95]

C60 Its derivatives generate ROS by illumination. It is extremely hydrophobic so that it can be
aggregate.

[167]

PHFs Heat and sound waves generation under low-
intensity laser irradiation.

It is 1.3 nm in size and is able to be easily
excreted in the urine.

[158]

emergent mater.



Compliance with ethical standards

Competing interests The authors declare that they have no conflict of
interest.

References

1. D. Peer, J.M. Karp, S. Hong, O.C. Farokhzad, R. Margalit, R.
Langer, Nanocarriers as an emerging platform for cancer therapy.
Nature Nanotechnology (2007)

2. J. Li, K. Pu, Development of organic semiconductingmaterials for
deep-tissue optical imaging, phototherapy and photoactivation.
Chemical Society Reviews (2019)

3. P.W. Chang, M.W. Kuzniewicz, C.E. McCulloch, T.B. Newman,
A clinical prediction rule for rebound hyperbilirubinemia follow-
ing inpatient phototherapy. Pediatrics (2017)

4. J. Li, J. Rao, K. Pu, Recent progress on semiconducting polymer
nanoparticles for molecular imaging and cancer phototherapy.
Biomaterials (2018)

5. Josefsen, L.B., and Boyle, R.W. (2012) Unique diagnostic and
therapeutic roles of porphyrins and phthalocyanines in photody-
namic therapy, imaging and theranostics. Theranostics

6. X. Li, J.F. Lovell, J. Yoon, X. Chen, Clinical development and
potential of photothermal and photodynamic therapies for cancer.
Nature Reviews. Clinical Oncology (2020)

7. W. Sheng, S. He,W.J. Seare, A. Almutairi, Review of the progress
toward achieving heat confinement—the holy grail of
photothermal therapy. Journal of Biomedical Optics (2017)

8. J.R. Lepock, Cellular effects of hyperthermia: relevance to the
minimum dose for thermal damage. International Journal of
Hyperthermia (2003)

9. P. Agostinis, K. Berg, K.A. Cengel, T.H. Foster, A.W. Girotti,
S.O. Gollnick, S.M. Hahn, M.R. Hamblin, A. Juzeniene, D.
Kessel, M. Korbelik, J. Moan, P. Mroz, D. Nowis, J. Piette, B.C.
Wilson, J. Golab, Photodynamic therapy of cancer: an update.
CA: a Cancer Journal for Clinicians (2011)

10. S. Yano, S. Hirohara, M. Obata, Y. Hagiya, S.i. Ogura, A. Ikeda,
H. Kataoka, M. Tanaka, T. Joh, Current states and future views in
photodynamic therapy. Journal of Photochemistry and
Photobiology C Photochemistry Reviews (2011)

11. M. Kim, H.Y. Jung, H.J. Park, Topical PDT in the treatment of
benign skin diseases: principles and new applications.
International Journal of Molecular Sciences (2015)

12. R.C. Guedes, L.A. Eriksson, Theoretical study of hypericin.
Journal of Photochemistry and PhotobiologyA: Chemistry (2005)

13. B. Krammer, T. Verwanger, Molecular response to hypericin-
induced photodamage. Current Medicinal Chemistry (2012)

14. Q. Liu, F. Wackenhut, O. Hauler, M. Scholz, S. zur Oven-
Krockhaus, R. Ritz, P.-M. Adam, M. Brecht, A.J. Meixner,
Hypericin: single molecule spectroscopy of an active natural drug.
The Journal of Physical Chemistry. A 124(12), 2497–2504 (2020)

15. Iyer, R., Wolf, J., Zhukova, D., Padanilam, D., and Nguyen, K.T.
(2018) Chapter 12 - nanomaterial based photo-triggered drug de-
livery strategies for cancer theranostics (eds. Conde, J.B.T.-H. of
N. for C.T.), Elsevier, pp. 351–391

16. J. Hu, Y. Tang, A.H. Elmenoufy, H. Xu, Z. Cheng, X. Yang,
Nanocomposite-based photodynamic therapy strategies for deep
tumor treatment. Small (2015)

17. W.M. Sharman, C.M. Allen, J.E. Van Lier, Photodynamic thera-
peutics: basic principles and clinical applications. Drug Discovery
Today (1999)

18. Y.N. Konan, R. Gurny, E. Allémann, State of the art in the deliv-
ery of photosensitizers for photodynamic therapy. Journal of
Photochemistry and Photobiology B: Biology (2002)

19. S.M. Janib, A.S. Moses, J.A. MacKay, Imaging and drug delivery
using theranostic nanoparticles. Advanced Drug Delivery
Reviews (2010)

20. Q. Jia, J. Ge, W. Liu, S. Liu, G. Niu, L. Guo, H. Zhang, P. Wang,
Gold nanorod@silica-carbon dots as multifunctional
phototheranostics for fluorescence and photoacoustic imaging-
guided synergistic photodynamic/photothermal therapy.
Nanoscale 8(26), 13067–13077 (2016)

21. Pradeepa, S.M., Bhojya Naik, H.S., Vinay Kumar, B., Indira
Priyadarsini, K., Barik, A., and Ravikumar Naik, T.R. (2013)
Cobalt (II), Nickel (II) and Copper (II) complexes of a tetradentate
Schiff base as photosensitizers: quantum yield of 1O2 generation
and its promising role in anti-tumor activity. Spectrochim. Acta -
Part A Mol. Biomol. Spectrosc

22. R.M. Dalrymple, A.K. Carfagno, C.M. Sharpless, Correlations
between dissolved organic matter optical properties and quantum
yields of singlet oxygen and hydrogen peroxide. Environmental
Science & Technology (2010)

23. J. Zou, Z. Yin, P. Wang, D. Chen, J. Shao, Q. Zhang, L. Sun, W.
Huang, X. Dong, Photosensitizer synergistic effects: D-A-D struc-
tured organic molecule with enhanced fluorescence and singlet
oxygen quantum yield for photodynamic therapy. Chemical
Science (2018)

24. P. Zuo, X. Lu, Z. Sun, Y. Guo, H. He, A review on syntheses,
properties, characterization and bioanalytical applications of fluo-
rescent carbon dots. Microchimica Acta (2016)

25. V. Georgakilas, J.A. Perman, J. Tucek, R. Zboril, Broad family of
carbon nanoallotropes: classification, chemistry, and applications
of fullerenes, carbon dots, nanotubes, graphene, nanodiamonds,
and combined superstructures. Chemical Reviews (2015)

26. L. Feng, Z. Liu, Graphene in biomedicine: opportunities and chal-
lenges. Nanomedicine (2011)

27. D. Chen, C.A. Dougherty, K. Zhu, H. Hong, Theranostic applica-
tions of carbon nanomaterials in cancer: focus on imaging and
cargo delivery. Journal of Controlled Release (2015)

28. Liu, Z., and Liang, X.J. (2012) Nano-carbons as theranostics.
Theranostics

29. R. Kalyn, Overview of targeted therapies in oncology. Journal of
Oncology Pharmacy Practice (2007)

30. Dougherty, T.J., Grindey, G.B., Fiel, R., Weishaupt, K.R., and
Boyle, D.G. (1975) Photoradiation therapy. II. Cure of animal
tumors with hematoporphyrin and light. J. Natl. Cancer Inst

31. C. Abels, Targeting of the vascular system of solid tumours by
photodynamic therapy (PDT). Photochemical & Photobiological
Sciences (2004)

32. A.G. Arguinzoniz, E. Ruggiero, A. Habtemariam, J. Hernández-
Gil, L. Salassa, J.C. Mareque-Rivas, Light harvesting and photo-
emission by nanoparticles for photodynamic therapy. Particle and
Particle Systems Characterization (2014)

33. J. Jeevanandam, A. Barhoum, Y.S. Chan, A. Dufresne, M.K.
Danquah, Review on nanoparticles and nanostructured materials:
history, sources, toxicity and regulations. Beilstein Journal of
Nanotechnology 9, 1050–1074 (2018)

34. Vines, J.B., Yoon, J.H., Ryu, N.E., Lim, D.J., and Park, H. (2019)
Gold nanoparticles for photothermal cancer therapy. Front. Chem

35. Yu, H.S., Park, H., Tran, T.H., Hwang, S.Y., Na, K., Lee, E.S.,
Oh, K.T., Oh, D.X., and Park, J. (2019) Poisonous caterpillar-
inspired chitosan nanofiber enabling dual photothermal and pho-
todynamic tumor ablation. Pharmaceutics

36. B.S. Wong, S.L. Yoong, A. Jagusiak, T. Panczyk, H.K. Ho, W.H.
Ang, G. Pastorin, Carbon nanotubes for delivery of small mole-
cule drugs. Advanced Drug Delivery Reviews (2013)

emergent mater.



37. J.R. Giudicessi, B.A. Michael, J. Ackerman, (2008) 基因的改变

NIH public access. Bone 23(1), 1–7 (2013)
38. K.P. Loh, D. Ho, G.N.C. Chiu, D.T. Leong, G. Pastorin, E.K.H.

Chow, Clinical applications of carbon nanomaterials in diagnos-
tics and therapy. Advanced Materials (2018)

39. Shao,W. (2013) Carbon nanotubes for use in medicine: potentials
and limitations (eds. Arghya, P.), IntechOpen, Rijeka, pp. Ch. 13

40. R. Landsiedel, L. Ma-Hock, K. Wiench, W. Wohlleben, U.G.
Sauer, Safety assessment of nanomaterials using an advanced
decision-making framework, the DF4nanoGrouping. Journal of
Nanoparticle Research 19(5), 171 (2017)

41. H. Haniu, Y.Matsuda, Y. Usui, K. Aoki, M. Shimizu, N. Ogihara,
K. Hara,M. Okamoto, S. Takanashi, N. Ishigaki, K. Nakamura, H.
Kato, N. Saito, Toxicoproteomic evaluation of carbon
nanomaterials in vitro. Journal of Proteomics 74(12), 2703–2712
(2011)

42. Salama, A., Shukry, N., and Guarino, V. (2020) Polysaccharide-
based hybrid materials for molecular release applications, in
Nanostructured Biomaterials for Regenerative Medicine

43. E. Wang, in Simpler van der Waals heterostructure-twisted bilay-
er graphene BT - angle-resolved photoemission spectroscopy
studies of 2D material heterostructures, ed. by E. Wang.
(Springer Singapore, Singapore, 2020), pp. 53–62

44. Naldini, L., Blömer, U., Gallay, P., Ory, D., Mulligan, R., Gage,
F.H., Verma, I.M., and Trono, D. (1996) In vivo gene delivery and
stable transduction of nondividing cells by a lentiviral vector.
Science (80-. )., 272 (5259), 263 LP – 267

45. G. Tyagi, M., A.P. Albert, V. Tyagi, R. Hema, Graphene
nanomaterials and applications in bio-medical sciences. World
Journal of Pharmaceutical Sciences 3, 339–345 (2013)

46. H. Zhu, N. Ni, S. Govindarajan, X. Ding, D.T. Leong,
Phototherapy with layered materials derived quantum dots.
Nanoscale 12(1), 43–57 (2020)

47. M. Xu, G. Yang, H. Bi, J. Xu, L. Feng, D. Yang, Q. Sun, S. Gai, F.
He, Y. Dai, C. Zhong, P. Yang, Combination of CuS and g-C3N4
QDs on upconversion nanoparticles for targeted photothermal and
photodynamic cancer therapy. Chemical Engineering Journal
(2019)

48. C.Martín, A. Ruiz, S. Keshavan, G. Reina, D.Murera, Y. Nishina,
B. Fadeel, A. Bianco, A biodegradable multifunctional graphene
oxide platform for targeted cancer therapy. Advanced Functional
Materials 29(39), 1901761 (2019)

49. M. Pirsaheb, S. Mohammadi, A. Salimi, M. Payandeh,
Functionalized fluorescent carbon nanostructures for targeted im-
aging of cancer cells: a review. Microchimica Acta (2019)

50. M. Bozlar, F. Miomandre, J. Bai, Electrochemical synthesis and
characterization of carbon nanotube/modified polypyrrole hybrids
using a cavity microelectrode. Carbon N. Y. 47(1), 80–84 (2009)

51. A.R. Harutyunyan, B.K. Pradhan, G.U. Sumanasekera, E.Y.
Korobko, A.A. Kuznetsov, Carbon nanotubes for medical appli-
cations. European Cells & Materials 3(SUPPL. 2), 84–87 (2002)

52. H.A.F.M. Hassan, S.S. Diebold, L.A. Smyth, A.A. Walters, G.
Lombardi, K.T. Al-Jamal, Application of carbon nanotubes in
cancer vaccines: achievements, challenges and chances. Journal
of Controlled Release (2019)

53. Yang, S.T., Luo, J., Zhou, Q., and Wang, H. (2012)
Pharmacokinetics, metabolism and toxicity of carbon nanotubes
for bio-medical purposes. Theranostics

54. K. Kostarelos, The long and short of carbon nanotube toxicity.
Nature Biotechnology (2008)

55. D.W. Porter, A.F. Hubbs, R.R.Mercer, N.Wu, M.G.Wolfarth, K.
Sriram, S. Leonard, L. Battelli, D. Schwegler-Berry, S. Friend, M.
Andrew, B.T. Chen, S. Tsuruoka, M. Endo, V. Castranova,
Mouse pulmonary dose- and time course-responses induced by
exposure to multi-walled carbon nanotubes. Toxicology (2010)

56. P. Anilkumar, F. Lu, L. Cao, G. Luo, P. Liu, J.-H. Sahu, S.N.
Tackett II, K. Wang. Y., Y.-P. Sun, Fullerenes for applications
in biology and medicine. Current Medicinal Chemistry (2012)

57. R. Bakry, R.M. Vallant, M. Najam-ul-Haq, M. Rainer, Z. Szabo,
C.W. Huck, G.K. Bonn, Medicinal applications of fullerenes.
International Journal of Nanomedicine (2007)

58. F. Zu, F. Yan, Z. Bai, J. Xu, Y. Wang, Y. Huang, X. Zhou, The
quenching of the fluorescence of carbon dots: a review on mech-
anisms and applications. Microchimica Acta 184(7), 1899–1914
(2017)

59. J. Wang, J. Qiu, A review of carbon dots in biological applica-
tions. Journal of Materials Science (2016)

60. M. Tuerhong, Y. XU, X.-B. YIN, Review on carbon dots and their
applications. Chinese Journal of Analytical Chemistry 45(1), 139–
150 (2017)

61. Q. Jia, X. Zheng, J. Ge, W. Liu, H. Ren, S. Chen, Y. Wen, H.
Zhang, J. Wu, P.Wang, Synthesis of carbon dots fromHypocrella
bambusae for bimodel fluorescence/photoacoustic imaging-
guided synergistic photodynamic/photothermal therapy of cancer.
Journal of Colloid and Interface Science 526, 302–311 (2018)

62. I. Srivastava, D. Sar, P. Mukherjee, A.S. Schwartz-Duval, Z.
Huang, C. Jaramillo, A. Civantos, I. Tripathi, J.P. Allain, R.
Bhargava, D. Pan, Enzyme-catalysed biodegradation of carbon
dots follows sequential oxidation in a time dependent manner.
Nanoscale (2019)

63. F. Yan, Y. Jiang, X. Sun, Z. Bai, Y. Zhang, X. Zhou, Surface
modification and chemical functionalization of carbon dots: a re-
view. Microchimica Acta (2018)

64. K. Wang, Z. Gao, G. Gao, Y. Wo, Y. Wang, G. Shen, D. Cui,
Systematic safety evaluation on photoluminescent carbon dots.
Nanoscale Research Letters (2013)

65. A.K. Geim, K.S. Novoselov, The rise of graphene. Nature
Materials (2007)

66. Z. Liu, J.T. Robinson, X. Sun, H. Dai, PEGylated nanographene
oxide for delivery of water-insoluble cancer drugs. Journal of the
American Chemical Society (2008)

67. W. Wei, X. Qu, Extraordinary physical properties of functional-
ized graphene. Small (2012)

68. A. Sanginario, B. Miccoli, D. Demarchi, Carbon nanotubes as an
effective opportunity for cancer diagnosis and treatment.
Biosensors (2017)

69. Z.M. Markovic, B.Z. Ristic, K.M. Arsikin, D.G. Klisic, L.M.
Harhaji-Trajkovic, B.M. Todorovic-Markovic, D.P. Kepic, T.K.
Kravic-Stevovic, S.P. Jovanovic, M.M. Milenkovic, D.D.
Milivojevic, V.Z. Bumbasirevic, M.D. Dramicanin, V.S.
Trajkovic, Graphene quantum dots as autophagy-inducing photo-
dynamic agents. Biomaterials (2012)

70. Ge, J., Lan,M., Zhou, B., Liu,W., Guo, L.,Wang, H., Jia, Q., Niu,
G., Huang, X., Zhou, H., Meng, X., Wang, P., Lee, C.S., Zhang,
W., and Han, X. (2014) A graphene quantum dot photodynamic
therapy agent with high singlet oxygen generation. Nat. Commun

71. S.P. Jovanović, Z. Syrgiannis, Z.M. Marković, A. Bonasera, D.P.
Kepić, M.D. Budimir, D.D. Milivojević, V.D. Spasojević, M.D.
Dramićanin, V.B. Pavlović, B.M. Todorović Marković,
Modification of structural and luminescence properties of
graphene quantum dots by gamma irradiation and their application
in a photodynamic therapy. ACS Applied Materials & Interfaces
(2015)

72. Z.G. Wang, R. Zhou, D. Jiang, J.E. Song, Q. Xu, J. Si, Y.P. Chen,
X. Zhou, L. Gan, J.Z. Li, H. Zhang, B. Liu, Toxicity of graphene
quantum dots in zebrafish embryo. Biomedical and
Environmental Sciences (2015)

73. X.Ma, H. Tao, K. Yang, L. Feng, L. Cheng, X. Shi, Y. Li, L. Guo,
Z. Liu, A functionalized graphene oxide-iron oxide nanocompos-
ite for magnetically targeted drug delivery, photothermal therapy,

emergent mater.



and magnetic resonance imaging. Nano Research 5(3), 199–212
(2012)

74. B.-P. Jiang, L.-F. Hu, D.-J. Wang, S. Ji, X.-C. Shen, H. Liang,
Graphene loading water-soluble phthalocyanine for dual-modality
photothermal/photodynamic therapy via a one-step method.
Journal of Materials Chemistry B 2 (2014)

75. G. Gollavelli, Y.C. Ling, Magnetic and fluorescent graphene for
dual modal imaging and single light induced photothermal and
photodynamic therapy of cancer cells. Biomaterials (2014)

76. L. Lai, A.S. Barnard, Functionalized nanodiamonds for biological
and medical applications. Journal of Nanoscience and
Nanotechnology (2015)

77. K. Yang, S. Zhang, G. Zhang, X. Sun, S.T. Lee, Z. Liu, Graphene
in mice: ultrahigh in vivo tumor uptake and efficient photothermal
therapy. Nano Letters (2010)

78. M. Wojtoniszak, D. Rogińska, B. Machaliński, M. Drozdzik, E.
Mijowska, Graphene oxide functionalized with methylene blue
and its performance in singlet oxygen generation. Materials
Research Bulletin (2013)

79. Z.M. Markovic, L.M. Harhaji-Trajkovic, B.M. Todorovic-
Markovic, D.P. Kepić, K.M. Arsikin, S.P. Jovanović, A.C.
Pantovic, M.D. Dramićanin, V.S. Trajkovic, In vitro comparison
of the photothermal anticancer activity of graphene nanoparticles
and carbon nanotubes. Biomaterials (2011)

80. Dong, H., Zhao, Z., Wen, H., Li, Y., Guo, F., Shen, A., Pilger, F.,
Lin, C., and Shi, D. (2010) Poly (ethylene glycol) conjugated
nano-graphene oxide for photodynamic therapy. Sci. China Chem

81. K. Yang, J. Wan, S. Zhang, B. Tian, Y. Zhang, Z. Liu, The influ-
ence of surface chemistry and size of nanoscale graphene oxide on
photothermal therapy of cancer using ultra-low laser power.
Biomaterials (2012)

82. X. Shi, H. Gong, Y. Li, C. Wang, L. Cheng, Z. Liu, Graphene-
based magnetic plasmonic nanocomposite for dual bioimaging
and photothermal therapy. Biomaterials (2013)

83. A. Sahu, W.I. Choi, J.H. Lee, G. Tae, Graphene oxide mediated
delivery of methylene blue for combined photodynamic and
photothermal therapy. Biomaterials (2013)

84. W. Zhang, Z. Guo, D. Huang, Z. Liu, X. Guo, H. Zhong,
Synergistic effect of chemo-photothermal therapy using
PEGylated graphene oxide. Biomaterials (2011)

85. J.T. Robinson, S.M. Tabakman, Y. Liang, H. Wang, H. Sanchez
Casalongue, D. Vinh, H. Dai, Ultrasmall reduced graphene oxide
with high near-infrared absorbance for photothermal therapy.
Journal of the American Chemical Society (2011)

86. K. Yang, L. Hu, X. Ma, S. Ye, L. Cheng, X. Shi, C. Li, Y. Li, Z.
Liu, Multimodal imaging guided photothermal therapy using
functionalized graphene nanosheets anchored with magnetic
nanoparticles. Advanced Materials (2012)

87. H. Kim, D. Lee, J. Kim, T.I. Kim, W.J. Kim, Photothermally
triggered cytosolic drug delivery via endosome disruption using
a functionalized reduced graphene oxide. ACS Nano (2013)

88. O. Akhavan, E. Ghaderi, Graphene nanomesh promises extremely
efficient in vivo photothermal therapy. Small (2013)

89. S.H. Kim, J.E. Lee, S.M. Sharker, J.H. Jeong, I. In, S.Y. Park,
In vitro and in vivo tumor targeted photothermal cancer therapy
using functionalized graphene nanoparticles. Biomacromolecules
(2015)

90. S.M. Sharker, J.E. Lee, S.H. Kim, J.H. Jeong, I. In, H. Lee, S.Y.
Park, pH triggered in vivo photothermal therapy and fluorescence
nanoplatform of cancer based on responsive polymer-indocyanine
green integrated reduced graphene oxide. Biomaterials (2015)

91. L. Chen, X. Zhong, X. Yia, M. Huang, P. Ning, T. Liu, C. Ge, Z.
Chai, Z. Liu, K. Yang, Radionuclide 131I labeled reduced
graphene oxide for nuclear imaging guided combined radio- and
photothermal therapy of cancer. Biomaterials (2015)

92. Z. Sheng, L. Song, J. Zheng, D. Hu, M. He, M. Zheng, G. Gao, P.
Gong, P. Zhang, Y. Ma, L. Cai, Protein-assisted fabrication of
nano-reduced graphene oxide for combined in vivo photoacoustic
imaging and photothermal therapy. Biomaterials (2013)

93. S. Gao, L. Zhang, G.Wang, K. Yang,M. Chen, R. Tian, Q.Ma, L.
Zhu, Hybrid graphene/Au activatable theranostic agent for
multimodalities imaging guided enhanced photothermal therapy.
Biomaterials 79, 36–45 (2016)

94. Y. Wang, K. Wang, J. Zhao, X. Liu, J. Bu, X. Yan, R. Huang,
Multifunctional mesoporous silica-coated graphene nanosheet
used for chemo-photothermal synergistic targeted therapy of glio-
ma. Journal of the American Chemical Society (2013)

95. Liu, Z., Tabakman, S., Welsher, K., and Dai, H. (2009) Carbon
nanotubes in biology and medicine: in vitro and in vivo detection,
imaging and drug delivery. Nano Res

96. D. Chen, H. Feng, J. Li, Graphene oxide: preparation,
functionalization, and electrochemical applications. Chemical
Reviews (2012)

97. Sun, X., Liu, Z., Welsher, K., Robinson, J.T., Goodwin, A., Zaric,
S., and Dai, H. (2008) Nano-graphene oxide for cellular imaging
and drug delivery. Nano Res

98. Z. Bao, X. Liu, Y. Liu, H. Liu, K. Zhao, Near-infrared light-re-
sponsive inorganic nanomaterials for photothermal therapy. Asian
Journal of Pharmaceutical Sciences 11(3), 349–364 (2016)

99. Z. Peng, X. Liu, W. Zhang, Z. Zeng, Z. Liu, C. Zhang, Y. Liu, B.
Shao, Q. Liang, W. Tang, X. Yuan, Advances in the application,
toxicity and degradation of carbon nanomaterials in environment:
a review. Environment International 134(August 2019), 105298
(2020)

100. N.F. Rosli, M. Fojtů, A.C. Fisher, M. Pumera, Graphene oxide
nanoplatelets potentiate anticancer effect of cisplatin in human
lung cancer cells. Langmuir (2019)

101. J. Zhang, L. Chen, B. Shen, L. Chen, J. Mo, J. Feng, Dual-
sensitive graphene oxide loaded with proapoptotic peptides and
anticancer drugs for cancer synergetic therapy. Langmuir (2019)

102. Li, Y., Dong, H., Li, Y., and Shi, D. (2015) Graphene-based
nanovehicles for photodynamic medical therapy. Int. J.
Nanomedicine

103. Zhou, L., Wang, W., Tang, J., Zhou, J.H., Jiang, H.J., and Shen, J.
(2011) Graphene oxide noncovalent photosensitizer and its anti-
cancer activity in vitro. Chem. - A Eur. J

104. Zhou, L., Jiang, H., Wei, S., Ge, X., Zhou, J., and Shen, J. (2012)
High-efficiency loading of hypocrellin b on graphene oxide for
photodynamic therapy. Carbon N. Y

105. B. Tian, C. Wang, S. Zhang, L. Feng, Z. Liu, Photothermally
enhanced photodynamic therapy delivered by nano-graphene ox-
ide. ACS Nano (2011)

106. Huang, P., Xu, C., Lin, J., Wang, C., Wang, X., Zhang, C., Zhou,
X., Guo, S., and Cui, D. (2012) Folic acid-conjugated graphene
oxide loaded with photosensitizers for targeting photodynamic
therapy. Theranostics

107. L. Zhou, L. Zhou, S. Wei, X. Ge, J. Zhou, H. Jiang, F. Li, J. Shen,
Combination of chemotherapy and photodynamic therapy using
graphene oxide as drug delivery system. Journal of
Photochemistry and Photobiology B: Biology (2014)

108. Li, F., Park, S.J., Ling, D., Park, W., Han, J.Y., Na, K., and Char,
K. (2013) Hyaluronic acid-conjugated graphene oxide/
photosensitizer nanohybrids for cancer targeted photodynamic
therapy. J. Mater. Chem. B

109. G. Liu, H. Qin, T. Amano, T. Murakami, N. Komatsu, Direct
fabrication of the graphene-based composite for cancer photother-
apy through graphite exfoliation with a photosensitizer. ACS
Applied Materials & Interfaces (2015)

110. U. Dembereldorj, S.Y. Choi, E.O. Ganbold, N.W. Song, D. Kim,
J. Choo, S.Y. Lee, S. Kim, S.W. Joo, Gold nanorod-assembled

emergent mater.



pegylated graphene-oxide nanocomposites for photothermal can-
cer therapy. Photochemistry and Photobiology (2014)

111. S. Su, J. Wang, J. Wei, R. Martínez-Zaguilán, J. Qiu, S. Wang,
Efficient photothermal therapy of brain cancer through porphyrin
functionalized graphene oxide. New Journal of Chemistry (2015)

112. S.H. Hu, Y.W. Chen, W.T. Hung, I.W. Chen, S.Y. Chen,
Quantum-dot-tagged reduced graphene oxide nanocomposites
for bright fluorescence bioimaging and photothermal therapy
monitored in situ. Advanced Materials (2012)

113. Y. Wang, H. Wang, D. Liu, S. Song, X. Wang, H. Zhang,
Graphene oxide covalently grafted upconversion nanoparticles
for combined NIR mediated imaging and photothermal/
photodynamic cancer therapy. Biomaterials 34(31), 7715–7724
(2013)

114. Li, X. Da, Liang, X.L., Yue, X.L., Wang, J.R., Li, C.H., Deng,
Z.J., Jing, L.J., Lin, L., Qu, E.Z., Wang, S.M., Wu, C.L., Wu,
H.X., and Dai, Z.F. (2014) Imaging guided photothermal therapy
using iron oxide loaded poly (lactic acid) microcapsules coated
with graphene oxide. J. Mater. Chem. B

115. H. Zhang, H.Wu, J.Wang, Y. Yang, D.Wu, Y. Zhang, Y. Zhang,
Z. Zhou, S. Yang, Graphene oxide-BaGdF5 nanocomposites for
multi-modal imaging and photothermal therapy. Biomaterials
(2015)

116. S. Gurunathan, M. Jeyaraj, M.H. Kang, J.H. Kim, Graphene
oxide-platinum nanoparticle nanocomposites: a suitable biocom-
patible therapeutic agent for prostate cancer. Polymers (Basel)
(2019)

117. A. Bonanni, C.K. Chua, G. Zhao, Z. Sofer, M. Pumera, Inherently
electroactive graphene oxide nanoplatelets as labels for single nu-
cleotide polymorphism detection. ACS Nano (2012)

118. S. Iijima, Helical microtubules of graphitic carbon. Nature (1991)
119. S. Iijima, T. Ichihashi, Single-shell carbon nanotubes of 1-nm

diameter. Nature (1993)
120. E.D. Meliţă, G. Purcel, A.M. Grumezescu, Carbon nanotubes for

cancer therapy and neurodegenerative diseases. Romanian Journal
of Morphology and Embryology (2015)

121. B. Pineda, N. Hernandez-Pedro, R. Maldonado, V. Perez-De la
Cruz, J. Sotelo, Carbon nanotubes: a new biotechnological tool on
the diagnosis and treatment of cancer. Nanobiotechnology, 113–
131

122. K. Varshney, Carbon nanotube: a review on synthesis, properties
and applications. International Journal of Engine Research 2
(2014)

123. T. Ramanathan, A.A. Abdala, S. Stankovich, D.A. Dikin, M.
Herrera-Alonso, R.D. Piner, D.H. Adamson, H.C. Schniepp, X.
Chen, R.S. Ruoff, S.T. Nguyen, I.A. Aksay, R.K. Prud’Homme,
L.C. Brinson, Functionalized graphene sheets for polymer nano-
composites. Nature Nanotechnology 3(6), 327–331 (2008)

124. S. Erbas, A. Gorgulu, M. Kocakusakogullari, E.U. Akkaya, Non-
covalent functionalized SWNTs as delivery agents for novel
Bodipy-based potent ia l PDT sensi t izers . Chemical
Communications (2009)

125. Shiraki, T., Dawn, A., Lien, L., Tsuchiya, Y., Tamaru, S., and
Shinkai, S. (2011) Heat and light dual switching of a single-
walled carbon nanotube/thermo-responsive helical polysaccharide
complex: a new responsive system applicable to photodynamic
therapy (vol 47, pg 7065, 2011). Chem. Commun. (Camb)., 47,
7065–7067

126. X. Wang, C. Wang, L. Cheng, S.T. Lee, Z. Liu, Noble metal
coated single-walled carbon nanotubes for applications in surface
enhanced raman scattering imaging and photothermal therapy.
Journal of the American Chemical Society (2012)

127. S.Y. Kim, J.Y. Hwang, J.W. Seo, U.S. Shin, Production of CNT-
taxol-embedded PCL microspheres using an ammonium-based
room temperature ionic liquid: as a sustained drug delivery sys-
tem. Journal of Colloid and Interface Science (2015)

128. S. Prakash, M. Malhotra, W. Shao, C. Tomaro-Duchesneau, S.
Abbasi, Polymeric nanohybrids and functionalized carbon nano-
tubes as drug delivery carriers for cancer therapy. Advanced Drug
Delivery Reviews (2011)

129. Y. Zhang, Y. Bai, B. Yan, Functionalized carbon nanotubes for
potential medicinal applications. Drug Discovery Today (2010)

130. H.K. Moon, S.H. Lee, H.C. Choi, In vivo near-infrared mediated
tumor destruction by photothermal effect of carbon nanotubes.
ACS Nano (2009)

131. X. Liu, H. Tao, K. Yang, S. Zhang, S.T. Lee, Z. Liu, Optimization
of surface chemistry on single-walled carbon nanotubes for in vivo
photothermal ablation of tumors. Biomaterials (2011)

132. A.L. Antaris, J.T. Robinson, O.K. Yaghi, G. Hong, S. Diao, R.
Luong, H. Dai, Ultra-low doses of chirality sorted (6,5) carbon
nanotubes for simultaneous tumor imaging and photothermal ther-
apy. ACS Nano (2013)

133. H.T. Chou, T.P. Wang, C.Y. Lee, N.H. Tai, H.Y. Chang,
Photothermal effects of multi-walled carbon nanotubes on the
viability of BT-474 cancer cells. Materials Science and
Engineering: C (2013)

134. K. Welsher, S.P. Sherlock, H. Dai, Deep-tissue anatomical imag-
ing of mice using carbon nanotube fluorophores in the second
near-infrared window. Proceedings of the National Academy of
Sciences of the United States of America (2011)

135. G. Hong, J.C. Lee, J.T. Robinson, U. Raaz, L. Xie, N.F. Huang,
J.P. Cooke, H. Dai, Multifunctional in vivo vascular imaging
using near-infrared II fluorescence. Nature Medicine (2012)

136. J.T. Robinson, K. Welsher, S.M. Tabakman, S.P. Sherlock, H.
Wang, R. Luong, H. Dai, High performance in vivo near-IR (>1
μm) imaging and photothermal cancer therapy with carbon nano-
tubes. Nano Research 3(11), 779–793 (2010)

137. F. Zhou, S. Wu, S. Song, W.R. Chen, D.E. Resasco, D. Xing,
Antitumor immunologically modified carbon nanotubes for
photothermal therapy. Biomaterials (2012)

138. M. Zhou, S. Liu, Y. Jiang, H. Ma, M. Shi, Q. Wang, W. Zhong,
W. Liao, M.M.Q. Xing, Doxorubicin-loaded single wall nanotube
thermo-sensitive hydrogel for gastric cancer chemo-photothermal
therapy. Advanced Functional Materials (2015)

139. Z. Liu, W. Cai, L. He, N. Nakayama, K. Chen, X. Sun, X. Chen,
H. Dai, In vivo biodistribution and highly efficient tumour
targeting of carbon nanotubes in mice. Nature Nanotechnology
(2007)

140. R.L. Hood, W.F. Carswell, A. Rodgers, M.A. Kosoglu, M.N.
Rylander, D. Grant, J.L. Robertson, C.G. Rylander, Spatially con-
trolled photothermal heating of bladder tissue through single-
walled carbon nanohorns delivered with a fiberoptic microneedle
device. Lasers in Medical Science (2013)

141. R. Marches, C. Mikoryak, R.H. Wang, P. Pantano, R.K. Draper,
E.S. Vitetta, The importance of cellular internalization of
antibody-targeted carbon nanotubes in the photothermal ablation
of breast cancer cells. Nanotechnology (2011)

142. N. Huang, H. Wang, J. Zhao, H. Lui, M. Korbelik, H. Zeng,
Single-wall carbon nanotubes assisted photothermal cancer thera-
py: animal study with a murine model of squamous cell carcino-
ma. Lasers in Surgery and Medicine (2010)

143. L. Beqa, Z. Fan, A.K. Singh, D. Senapati, P.C. Ray, Gold nano-
popcorn attached SWCNT hybrid nanomaterial for targeted diag-
nosis and photothermal therapy of human breast cancer cells. ACS
Applied Materials & Interfaces (2011)

144. J.G. Duque, L. Cognet, A.N.G. Parra-Vasquez, N. Nicholas, H.K.
Schmidt, M. Pasquali, Stable luminescence from individual car-
bon nanotubes in acidic, basic, and biological environments.
Journal of the American Chemical Society (2008)

145. Wu, G., Zhou, J., and Dong, J. (2007) Raman modes of the de-
formed single-wall carbon nanotubes. Phys. Rev. B, 72

emergent mater.



146. Meng, L., Niu, L., Li, L., Lu, Q., Fei, Z., and Dyson, P.J. (2012)
Gold nanoparticles grown on ionic liquid-functionalized single-
walled carbon nanotubes: newmaterials for photothermal therapy.
Chem. - A Eur. J

147. Ogbodu, R.O., Ndhundhuma, I., Karsten, A., and Nyokong, T.
(2015) Photodynamic therapy effect of zinc monoamino
phthalocyanine-folic acid conjugate adsorbed on single walled
carbon nanotubes on melanoma cells. Spectrochim. Acta - Part
A Mol. Biomol. Spectrosc

148. R.O. Ogbodu, J.L. Limson, E. Prinsloo, T. Nyokong,
Photophysical properties and photodynamic therapy effect of zinc
phthalocyanine-spermine-single walled carbon nanotube conju-
gate on MCF-7 breast cancer cell line. Synthetic Metals (2015)

149. P. Zhang, H. Huang, J. Huang, H. Chen, J. Wang, K. Qiu, D.
Zhao, L. Ji, H. Chao, Noncovalent ruthenium (II) complexes-
single-walled carbon nanotube composites for bimodal
photothermal and photodynamic therapy with near-infrared irradi-
ation. ACS Applied Materials & Interfaces (2015)

150. C.H. Wang, Y.J. Huang, C.W. Chang, W.M. Hsu, C.A. Peng,
Invitro photothermal destruction of neuroblastoma cells using car-
bon nanotubes conjugated with GD2 monoclonal antibody.
Nanotechnology (2009)

151. Graham, E.G., MacNeill, C.M., and Levi-Polyachenko, N.H.
(2013) Quantifying folic acid-functionalized multi-walled carbon
nanotubes bound to colorectal cancer cells for improved
photothermal ablation. J. Nanoparticle Res

152. Santoyo, C., Ceron, M.R., and Biener, M.M. (2019) Integration of
fullerenes as electron-acceptors in 3D graphene networks

153. Grebinyk, A., Prylutska, S., Chepurna, O., Grebinyk, S.,
Prylutskyy, Y., Ritter, U., Ohulchanskyy, T.Y., Matyshevska,
O., Dandekar, T., and Frohme, M. (2019) Synergy of chemo-
and photodynamic therapies with C60 fullerene-doxorubicin
nanocomplex. Nanomaterials

154. Marangon, I., Ménard-Moyon, C., Silva, A.K.A., Bianco, A.,
Luciani, N., and Gazeau, F. (2016) Synergic mechanisms of
photothermal and photodynamic therapies mediated by
photosensitizer/carbon nanotube complexes. Carbon N. Y., 97
(Complete), 110–123

155. L. Cheng, C. Wang, L. Feng, K. Yang, Z. Liu, Functional
nanomaterials for phototherapies of cancer. Chemical Reviews
(2014)

156. Mroz, P., Xia, Y., Asanuma, D., Konopko, A., Zhiyentayev, T.,
Huang, Y.Y., Sharma, S.K., Dai, T., Khan, U.J., Wharton, T., and
Hamblin, M.R. (2011) Intraperitoneal photodynamic therapy

mediated by a fullerene in a mouse model of abdominal dissemi-
nation of colon adenocarcinoma. Nanomedicine Nanotechnology,
Biol. Med

157. S. Grobmyer, V. Krishna, Minimally invasive cancer therapy
using polyhydroxy fullerenes. European Journal of Radiology
81, S51–S53 (2012)

158. V. Krishna, A. Singh, P. Sharma, N. Iwakuma, Q. Wang, Q.
Zhang, J. Knapik, H. Jiang, S.R. Grobmyer, B. Koopman, B.
Moudgil, Polyhydroxy fullerenes for non-invasive cancer imaging
and therapy. Small (2010)

159. Z. Chen, L. Ma, Y. Liu, C. Chen, Applications of functionalized
fullerenes in tumor theranostics. Theranostics 2(3), 238–250
(2012)

160. A. Ikeda, M. Akiyama, T. Ogawa, T. Takeya, Photodynamic ac-
tivity of liposomal photosensitizers via energy transfer from an-
tenna molecules to [60]fullerene. ACS Medicinal Chemistry
Letters (2010)

161. Tabata, Y., Murakami, Y., and Ikada, Y. (1997) Photodynamic
effect of polyethylene glycol-modified fullerene on tumor.
Japanese J. Cancer Res

162. J. Fan, G. Fang, F. Zeng, X. Wang, S. Wu, Water-dispersible
fullerene aggregates as a targeted anticancer prodrug with both
chemo- and photodynamic therapeutic actions. Small (2013)

163. D.J. Lee, Y.S. Ahn, Y.S. Youn, E.S. Lee, Poly (ethylene glycol)-
crosslinked fullerenes for high efficient phototherapy. Polymers
for Advanced Technologies (2013)

164. J. Shi, Y. Liu, L.Wang, J. Gao, J. Zhang, X. Yu, R.Ma, R. Liu, Z.
Zhang, A tumoral acidic pH-responsive drug delivery system
based on a novel photosensitizer (fullerene) for in vitro and
in vivo chemo-photodynamic therapy. Acta Biomaterialia (2014)

165. J. Shi, L.Wang, J. Gao, Y. Liu, J. Zhang, R. Ma, R. Liu, Z. Zhang,
A fullerene-based multi-functional nanoplatform for cancer
theranostic applications. Biomaterials (2014)

166. Eatemadi, A., Daraee, H., Karimkhanloo, H., Kouhi, M.,
Zarghami, N., Akbarzadeh, A., Abasi, M., Hanifehpour, Y., and
Joo, S.W. (2014) Carbon nanotubes: properties, synthesis, purifi-
cation, and medical applications. Nanoscale Res. Lett., 9 (1), 393

167. S.K. Sharma, L.Y. Chiang, M.R. Hamblin, Photodynamic therapy
with fullerenes in vivo: reality or a dream? Nanomedicine
(London, England) 6(10), 1813–1825 (2011)

168. X. Guo, R. Ding, Y. Zhang, L. Ye, X. Liu, C. Chen, Z. Zhang, Y.
Zhang, Dual role of photosensitizer and carrier material of fuller-
ene in micelles for chemo-photodynamic therapy of cancer.
Journal of Pharmaceutical Sciences (2014)

emergent mater.


	Carbonaceous nanomaterials for phototherapy: a review
	Abstract
	Introduction
	Phototherapy for cancer treatment
	CNs in medicine
	Graphene in medicine
	Carbon nanotubes in medicine
	Fullerenes in medicine
	Carbon dots

	PT of graphene
	Generation of singlet oxygen by graphene quantum dots
	Dual modality of graphene in cancer theranostic
	Functionalized graphene
	Nano-graphene oxide
	Reduced nano-graphene oxide

	Graphene oxide

	PT of CNTs
	Functionalized CNTs
	In�vivo studies of f-CNTs in cancer therapy

	Single-walled carbon nanotubes
	Applications of SWCNTs

	Multi-walled carbon nanotubes

	PT for fullerenes
	Functionalized fullerenes

	Future directions of carbon nanomaterial–based phototherapy
	Conclusion
	References


